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1175. Tuberculosis in the British Zone of Germany, with 
a Section on Berlin. (Report of an Inquiry Made in 
September—October 1947) 

M. DanieLs and P. D’Arcy Hart. London. H.M. 
Stationery Office, 1948, 32 pages. 6 figs. 


Statistical appraisal of tuberculosis in Germany and 
comparison with pre-war figures is unusually difficult 
after the havoc of war. Great changes have occurred in 
the composition of the population because of death, 
capture, and migration, and German officials have 
repeatedly issued misleading and even false information. 
The death rate is the most reliable index of tuberculosis 
trends and it shows that the wartime rise has been checked, 
no significant change occurring in the British Zone 
between 1946 and 1947, although the death rate from 
non-pulmonary tuberculosis, one-seventh of the total, 
rose by 25%. There are no signs of an alarming increase 
in tuberculosis mortality. The crude death rate of 70 per 
100,000 is of the same order as that for the U.S. Zone or 
for the British Isles (England and Wales 55, Eire 121). 
Tuberculosis. mortality expressed as a percentage of 
deaths from all causes is similar to that in Britain. The 
German figures are probably not entirely reliable; in 
some places the cause of death can be certified by a lay 
person. 

A great increase in the number of persons notified as 
suffering from pulmonary tuberculosis occurred in the 
Zone generally in January, 1947, and in particular in 
Hamburg in June, 1947, because the procedure was 
changed at these times and persons were notified who 
would not in Britain be regarded as notifiable cases. The 
system of notification is described in full and severely 
criticized. No significance whatever, it is said, can be 
attached to the figures of pulmonary tuberculosis notifica- 
tions as an index of current trends in the British Zone. 


There are no good grounds for believing, as some do, : 


that an increase in notifications presages an increase in 
deaths. In the past a rise in both tuberculosis morbidity 
and mortality has rapidly followed acute worsening of 
social conditions, and an increase in the number of notifi- 
cations in Britain between 1938 and 1944 has been 
followed by a declining death rate. 

Mass radiography has not been carried out on a large 
scale in the British Zone, and no final figures are available. 
A survey of 41,000 persons in Hamburg seems to show 
an incidence of tuberculosis similar to a London survey. 
Mass radiography has produced no evidence of a 
formidable latent prevalence of the disease. Bed accom- 
modation for tuberculosis.in England and Wales is 
1-3 per annual death; in the British Zone it is 2-2, which 
compared favourably with anywhere in Europe except 


Scandinavia. Since the end of the war milk has been 
pasteurized much less efficiently, and this is thought to 
be mainly responsible for the increase in non-pulmonary 
tuberculosis, because tuberculosis is common among the 
cattle. In Berlin as a whole there was a great increase 
in deaths from tuberculosis during the war which now 
seems to have been checked, but the position remains 
serious. The rate in 1946 was 260 per 100,000, compared 
with 85 in Hamburg and 132 in Glasgow. The number 
of beds available for cases of tuberculosis in Berlin 
compares most unfavourably with that in the British 
Zone, being 0-7 per annual déath. L. M. Franklin 


1176. Immunization with Combined Diphtheria and 
Tetanus Toxoids (Aluminium Hydroxide Adsorbed) 
Containing H. pertussis Vaccine. Ul. The Duration of 
Serologic Immunity 

J. J. MiLLter and M.L. Ryan. Pediatrics [Pediatrics] 1, 
8-22, Jan., 1948. 43 refs. 


This paper, which should be read in conjunction with 
the previous study with a similar title by Miller et al. 
(J. Pediat., 1944, 24, 281), records the results of subjecting 
a second group of infants and children to the original 
schedule of two injections of mixed adsorbed toxoids 
with vaccine, injected at a 12-week interval, but modified 
by an additional injection of a Phase I H. pertussis 
vaccine in saline given midway between the two injec- 
tions. Varying doses were used for this additional 
injection—20 or 30 billion in 1 or 1-5 ml. of a saline 
suspension, and 40 or 60 billion in 1 or 1-5 ml. (in U.S.A. 
1 billion is calculated as 1,000 million). The effective- 
ness of the vaccine was judged by agglutination titres 
because of the almost complete absence of clinical per- 
tussis in the community at risk. The children in the 
first study (Group 1) were compared with those in the 
present study (Group 2) as regards age at the time of the 
first injection, the pertussis agglutination reactions, and 
also the tetanus and diphtheria antitoxin titration 
figures. The results are given in tables. No severe 
general or local reactions occurred, and the sterile abscess 
rate was 0-3% per injection. 

In the first group 126 infants and children received 1n- 
jections of combined diphtheria and tetanus toxoids 
(aluminium hydroxide adsorbed) containing H. pertussis 
vaccine, 20 billion per ml., two injections being given at a 
12-week interval. Pertussis agglutination reactions con- 
sonant with clinical immunity were obtained in 70% of 
the patients during the first year after injection, but this 
immunity decreased in 40% in 4 years; both tetanus 
and diphtheria antitoxin levels, however, remained high. 
Because of the fall in pertussis immunity in Group 1, 
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the routine was altered in the 103 subjects in Group 2; 
an injection of H. pertussis vaccine in saline was given 
midway between the two injections of triple mixture. 
After 24 years’ observation the pertussis immunity 
remained high in 84% of group 2, the tetanus and diph- 
theria antitoxin titres being similar to those in group 1. 
No positive Schick reactions were obtained in either 
group. G. O. Mitchell 


1177. Intradermal Use of Typhoid-paratyphoid Vaccine 
and its Immunological Value. (Vacinacaio anti-tifo- 
paratifica intradérmica e seu valor imundlogico) 

P. P. Oxtverra, J. L. NASCIMENTO, and H. D. DA StLva 
Hospital {Hospital, Rio de J.| 33, 71--76, Jan., 1948. 


Two groups of Brazilian soldiers were inoculated 
with typhoid-paratyphoid (T.A.B.) vaccine; one group 
received 0-1 and 0-2 ml. intradermally and the other 
group two doses of 2 ml. subcutaneously, with a week’s 
interval between the two doses in all cases. The serum 
of 20 men from each group was tested one month and 6 
months later for the O and H agglutinins. It was found 
that in the soldiers inoculated intradermally specific and 
somatic agglutinins were more frequent, were active at 
higher dilutions, and persisted longer. A. Lilker 


1178. The Control of Phiebotomus in Peru with DDT 
M. Hertic and G. B. FAIRCHILD. American Journal of 
Tropical Medicine {Amer. J. trop. Med.] 28, 207-230, 
March, 1948. 3 figs., 9 refs. 


Hertig’s work on the entomological aspects of bartonel- 
losis is already well-known. In 1944, he visited Italy 
and Palestine to study the control of sandfly fever. His 
experiences in these countries convinced him of the 
effectiveness of house-control”’ of Phlebotomus by 
means of DDT spraying, and suggested to him the 
possibility of area control in Peru by spraying DDT on 
those outdoor structures or objects which serve as sand- 
fly breeding and resting places. The present paper 
describes the results of certain preliminary experiments 
and control projects, of which the authors are careful to 
point out the shortcomings; “* nevertheless, there emerges 
a consistent pattern of results, all supporting the practica- 
bility of area-control of Phlebotomus with DDT.” 

*“* Experiments to test the possibility of area-control of 
Phlebotomus with residual DDT were carried out in 
Peru, 1945 to 1947. The results furnish additional sup- 
port for the effectiveness of house spraying in protecting 
persons indoors. Treatment of stone walls (the principal 
outdoor shelters and breeding places) produced marked 
reduction of sandflies. Treatment of stone walls com- 
bined with house spraying reduced sandflies to an ex- 
tremely low level. This effect still persisted after 12 to 
19 months. The results were sharply localized within 
the sprayed areas, sandflies occurring in normal abun- 
dance in houses or caves 75 to 200 yards (68-6 to 183 m.) 
distant. Practical control programs in camps of two 
large construction projects gave an extremely high degree 
of sandfly control, followed by virtual cessation of new 
cases of cutaneous leishmaniasis or bartonellosis. 
Analysis of the results in terms of the habits and life- 
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history of Phlebotomus supports the possibility of achiey. 
ing practical control by methods applicable to many of 
the Phlebotomus regions of the world. Their flight 
habits make sandflies vulnerable to residual DDT 
throughout their adult life. The long life-cycle delays the 
recovery of a depleted sandfly population.” 

R. M. Gordon 


1179. Mass Destruction of Adult Anophelines by DDT 
as a Suggested Malaria Control Measure. A Preliminary 
Report 

O. K. FLETCHER and J. B. KRAUSE. American Journal 0 
Tropical Medicine [Amer. J. trop. Med.) 28, 323-332, 
March, 1948. 7 refs. 


The authors state that the purpose of this preliminary 
report is to present “* data on the apparent trend of gross 
anopheline populations in sprayed areas, to discuss 
briefly the malaria potential inherent in these populations, 
and to describe at greater length the results obtained to 
date from DDT residual spraying of a major portion of 
the outside resting places frequented by, or apparently 
suitable for, Anopheles quadrimaculatus in an area of 
sixteen (16) square miles’’. They define “* gross popula- 
tion ’’ as ** the number of anophelines existing in natural 
resting places outside of human habitations ”’, and point 
out that certain authors state that malaria rates may 
be effectively lowered by the destruction of engorged 
anophelines within human domiciles alone, whereas other 
workers have failed to achieve this result. [These and 
other findings are discussed without reference to the 
species of anophelines concerned, or the localities in 
which they were studied, an important omission in view 
of recently published British and American work not 
referred to in this paper.] The authors’ investigation, the 
summary of which is quoted below, was carried out in 
Georgia, U.S.A., and was mainly concerned with 
Anopheles quadrimaculatus. 

** All adult anopheline resting places in a sixteen square 
mile (41-4 sq. km.) area were sprayed with a 5% emulsion 
of DDT in July and August of 1946 for the purpose of 
evaluating the effect on the gross anopheline populations. 
The subsequent reduction in anophelines seems to 
warrant further consideration of this means of malaria 
control. Following treatment, only one anopheline 
could be found within the sprayed shelters. Larval 
populations, by comparison with untreated areas, were 
reduced 89-19%. Other areas under constant study 
during the period of the experiment showed no tendency 
towards a concomitant natural reduction in anopheline 
populations.” R. M. Gordon 


1180. The Importance of Coverage in DDT Residual 
House Spraying for Control of Anopheles quadrima- 
culatus Mosquitoes 

R. H. McCautey, R. W. Fay, and S. W. Simmons. 
Public Health Reports (Publ. Hith Rep., Wash.] 63, 401- 
407, March 26, 1948. 1 fig., 3 refs. 


The resting places of Anopheles quadrimaculatus, as 
observed in Savannah, are limited to dark corners and 
dark surfaces behind and beneath furniture and such 
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objects as pictures or clothing. The authors considered 
it possible that, by spraying only such preferred resting 
places, a considerable saving might be effected in a large 
operational programme. To test this theory “ the 
investigations were conducted in nine bedrooms of 
uniform dimensions, in an abandoned portion of a 
housing project on the outskirts of Savannah, Ga. In 
order to set up conditions resembling those in a furnished 
bedroom, these rooms were furnished with nine identical 
sets of simulated furniture made of cardboard and scrap 
lumber, and designed to offer resting conditions for A. 
quadrimaculatus mosquitoes similar to those in occupied 
rooms. In applying residual spray, the three coverage 
techniques mentioned above were used. In three rooms, 
spray was applied by the spot technique, i.e., to the under- 
sides of furniture and pictures and the parts of the wall 
immediately behind them, and to the corners of the room 
and the angles between the walls and ceilings. In three 
rooms the furniture was removed during the application 
of spray which was then applied by the regular technique, 
that is, to the walls and ceilings. In the final three 
rooms the complete technique, a combination of the 
above two methods was used, spray being applied to the 
walls and ceilings and to the underside and backs of 
furniture and pictures.” 

“Tests made by releasing Anopheles quadrimaculatus 
mosquitoes in rooms in which varying amounts of sur- 
face were treated with a residue of DDT at 200 mg. per 
square foot indicated that (1) satisfactory control of this 
mosquito cannot be expected from a spot treatment in 
which only the predictable resting places in a room are 
sprayed; (2) coverage of the predictable resting places 
plus the walls and ceilings in a room is a more effective 
method of application than that in which only the walls 
and ceilings are sprayed; (3) the amount of total area 
covered with DDT not only affects the initial knock- 
down efficiency of the treatment of the room, but the 
residual quality as well; (4) based on the criterion of a 
4-hour knock-down, complete treatment is experimentally 
more effective than the regular treatment; (5) efficient 
application is necessary for the greatest residual effect of 
DDT spray.” 

[This paper contains much valuable information 
which does not lend itself to further condensation, and it 
should be consulted in the original by those interested.] 

R. M. Gordon 


1181. Experiments with DDT and Gamma B.H.C. 
(“* Gammexane ”) for Use Against Head Lice 

J. R. Busvine, J. L. BURN, and R. GAMLIN. Medical 
Officer |Med. Offr] 79, 121-124, March 20, 1948. 


Although lethane hair oil is generally regarded as the 
standard treatment for head lice, and usually gives 
satisfactory results, it has certain disadvantages: “‘ (a) 
Almost all insecticidal value is lost after the hair has been 
washed; (6b) some patients object to the oily nature of 
the treatment and a few experience a temporary stinging 
of the scalp after treatment; (c) the insecticide has to 
be imported from U.S.A. at the expense of valuable 
dollars.” It was therefore deemed worth while to 
examine two new synthetic insecticides, DDT and 


““gammexane’’. There were three independent in- 
vestigations, but the authors have combined their sum- 
maries and conclusions as follows: 

In laboratory tests, “‘ judging from samples of hair 
clipped from heads treated . . . a week previously, a 
variety of emulsions and dispersions, all containing 
DDT, appeared to be about equally good for killing head 
lice. Preparations containing 0:2% Gamma B.H.C. 
(‘ gammexane ’) were as good as or rather better than 
2% DDT. Most of the treatments lost much of their 
effectiveness when the treated head was washed. DDT 
preparations were slow in paralysing lice. This defect 
can be remedied by the addition of 0-1% pyrethrins”’. 
In clinical trials, ‘* infested school children were treated 
with the following preparations and kept under observa- 
tion for two or three weeks: (a) 2% DDT plus 0°1% 
pyrethrins (aqueous dispersion).- (b) 0-2% Gamma 
B.H.C. (‘ Gammexane ’) (aqueous dispersion). (c) 0-2% 
Gamma B.H.C. (‘Gammexane’) (oil-spirit solution) ”’. 
Combining all data (including some cases where the 
hair was washed after treatment) the results can be sum- 
marised as follows: 


No Failures after 
Series Treatment Treated 
Week|} Weeks 
Salford .. | (a) DDT 50 | 2 | 48% 
(b) Gamma B.H.C. 
(dispersion) 28 1 4 (14%) 
(c) Gamma B.H.C. 
(solution) e 198 0 7 (3-5%) 
Liverpool | (a) DDT 87 20 | 32 (37%) 
(b) Gamma B.H.C. 
(dispersion) 146 4 | 9(6%) 


[Busvine, in his laboratory tests, draws attention to the 
fact that in contrast to the persistence of DDT in im- 
pregnated clothing even after repeated launderings, this 
and other insecticidal substances, when applied to living 
hair, are readily removed by washing; this loss was 
decreased by the addition of coumarone resin. Cou- 
marone resin has certain disadvantages, and it is obviously 
important to continue to search for a suitable adhesive 
for insecticides applied to the hair of the body, since such 
a substance might be of value, not only in the control of 
permanent ectoparasites like the louse, but also in control 
of temporary blood suckers, more particularly the tsetse.] 

R. M. Gordon 


1182. Rodenticidal Action of 2-Chloro-4-Dimethylamino- 
6-methylpyrimidine (Castrix) 

K. P. DuBois, K. W. Cocuran, and J. F. THOMPSON. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 67, 169-171, Feb., 
1948. 2 refs. 


This paper describes an investigation into the toxicity 
of the proprietary product “ castrix ’’, first developed by 
German scientists during the war of 1939-45 for use as a 
rodenticide. The symptoms of poisoning which bring 
about a stimulation of the central nervous system develop 


liev- 
y of 
ight 
the 
mn 
DT 
lary 
il of 
332, 
lary 
ons, 
1 to 
1 of 
ntly 
of 
ural 
nay 
her 
and 
the 
in 
iew 
not 
the 
vith 
are 
ion 
of | 
ons. | 
to 
aria 
line 
rval 
ere 
udy 
ncy 
line 
n 
jual 
ma- 
NS. 
as 
and 
uch 


340 


within 15 to 45 minutes. There are convulsive seizures 
with head retraction and death or recovery follows 
according to the dose given. The investigators found 
that rats did not develop tolerance after sublethal doses, 
but there did appear to be some seasonal variation in the 
toxicity of the product towards rodents. 

In an attempt to find an antidote against accidental 
poisoning the authors tried sodium pentobarbital 
(“ nembutal”’) in their experiments. Nembutal was 
effective in counteracting 10 LDSO doses of castrix 
administered to dogs and rats even when it was given after 
convulsions had begun. H. C. Maurice Williams 


1183. Toxicity of Krisid («-Naphthylthiourea) after 
Repeated Application in White Mice, White Rats, Rabbits, 
Dogs and Grey Rats. (ToxcuuHoctb mpenapata 


6eNbIX KPbIC, KPONHKOB, CO6aK, a TakKe 
CepbIx KPbIC) 

V.1I. VasHkov. Txurnena u canutapus [Gigiena] No. 4, 
31-36, 1948. 


«-Naphthylthiourea krisid has a selective toxicity 
for rats and domestic mice, being less toxic for other 
animals. The preparation has been extensively tested 
under laboratory conditions, and to-day is widely used 
for destroying rats in almost all cities in the Soviet Union. 
This investigation was undertaken to determine whether 
the preparation has a cumulative effect, and whether 
susceptible animals can become resistant to the drug. 
Experiments showed that krisid had no cumulative effect, 
and that all animals became resistant to the drug after 
repeated administration. Another disadvantage of the 
preparation is the fact that increased amounts of krisid 
in the bait are readily recognized by the smell and taste, 
by animals which have previously consumed it, so that 
the bait remained uneaten. H. P. Fox 


1184. Staphylococcal Food Poisoning. (Stafylokokker 
og matinfeksjoner) 

H. Natvic. Nordisk Hygienisk Tidskrift [Nord. hyg. 
Tidskr.] 3, 58-64, 1948. 1 fig. 


Six cases of food poisoning occurred among people 
who had eaten a meal in an Oslo restaurant. From 3 
to 4 hours after the meal there was a sudden onset of 
symptoms, including rigor, abdominal pain, vomiting, 
and haematemesis in 2 cases. Recovery was rapid. 
A curious feature was that 140 other persons had con- 
sumed the same food without any ill effects. Bacterio- 
logical examination of samples of all food eaten showed 
that a sauce which had been served contained haemolytic 
staphylococci in enormous numbers, up to 27x 10° 
organisms per gramme. Similar organisms were found 
in the nasopharynx of 2 of the kitchen staff. The sauce 
had been prepared the previous day and had been main- 
tained at a temperature of 30° to 35°C. It had been kept 
in a refrigerator overnight and warmed up again in 
readiness for serving. During this time it had been 
tasted on several occasions by several people, who 
dipped their fingers into it, and had been incubated for a 
total of 36 hours, thus providing an opportunity for the 
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organisms to multiply. After the 6 persons who 
became ill had been served, a further quantity of sauce 
was mixed and added to the first, the whole 
raised to boiling point during the process. The sauce was 
then served to the remaining 140 people, who suffered no 
ill-effects, the toxin having been destroyed during the 
cooking procedure. D. J. Bauer 


1185. The Army Experience with Influenza, 1946-1947, 
I. Epidemiological Aspects 

P. E. SARTWELL and A. P. LONG. American Journal of 
Hygiene [Amer. J. Hyg.] 47, 135-141, March, 1948. 
6 figs., 2 refs. 


1186. The Army Experience with Influenza, 1946-1947, 
Il. Laboratory Aspects ° 

A. F. Rasmussen, J. C. Stokes, and J. E. Smapet, 
American Journal of Hygiene [Amer. J. Hyg.) 47, 142-149, 
March, 1948. 21 refs. 


INDUSTRIAL MEDICINE 


1187. Radiological Study of the Pulmonary Hilum in 
Silicosis. (Studio radiologico sugli ili polmonari nella 
silicosi) 

E. ZAneTtI1. Medicina del Lavoro [Med. d. Lavoro] 39, 
7-18, Jan., 1948. 5 figs., 15 refs. 


The author examined 4,000 chest radiographs; in 
1,062 silicotic changes were observed. He divides 
the latter series into 600 with fibrous reticulation, 110 
with fibrosis and early nodular changes, 240 with 
nodules, and 76 with massive silicosis. He considers that 
in nearly all cases with reticulation there is some visible 
silicotic change in the hila. The changes did not vary 
much with the source of risk. In those workers who very 
gradually developed pathological changes, due to per- 
sistent slight inhalation of dust, the author noted a 
marked involvement of the lower parahilar lymph nodes. 
In the majority of the 1,000 cases there were some hilar 
changes. The common hilar changes characteristic of 
silicosis include symmetrical variations from the normal 
with enlargement, a more marked demarcation of the 
lower parts, and a “ fluffy’’ border to the shadows. 
Hilar changes often precede the more widespread reticula- 
tion but, when the latter is marked and nodular areas 
appear together with patches of emphysema, the contrast- 
ing density of the hila is less obvious. In the differential 
diagnosis from tuberculosis it should be observed that 
the glandular changes in the latter are rarely sym- 
metrical but are more clear-cut. G. C. Pether 


1188. Benign Pneumoconiosis Due to Tin Oxide. A Case 
Report with Experimental Investigation of the Radio- 
graphic Density of the Tin Oxide Dust 

E. P. PENDERGRASS and A. W. Prype. Journal of 
Industrial Hygiene and Toxicology [J. industr. Hyg.] 3, 
119-123, March, 1948. 4 figs., 8 refs. 


A workman, aged 45, had for 15 years been bagging 
tin oxide dust obtained by treating tin cans with a caustic. 
The inhalation of the dust produced a pseudo-nodulation 
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in the lung fields similar to that seen in arc welders, and 
the authors named the condition benign pneumoconiosis. 
There was little fibrosis and never any true nodulation. 
The tin oxide dust contained 96-5% of tin oxide, but no 
silica. When an artery of a freshly excised dog’s lung 
was injected with a saline suspension of tin oxide, or 
the suspension was instilled into the bronchi, even small 
amounts of it produced densities of an appreciable degree 
within the lung. H. M. Vernon 


1189. Studies on Aerosols. I. Reduction of Dust Deposi- 
tion in Lungs of Rabbits by Aqueous Aerosols 

L. DAUTREBANDE, B. HIGHMAN, and W. C. ALForD. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 30, 103-107, March, 1948. 2 figs., 8 refs. 


Tests on. the effects of aerosols were made with series 
of 1 to 3 rabbits, which were exposed for 5 hours in a 
cage of 280 litre capacity. The air in the cage was mixed 
with aerosol (0-1% aqueous solution of ** aerosol O.T. ”’), 
which was dispersed by a generator producing per c.mm. 
500,000 liquid particles averaging 0-5 yz in diameter. A 
control test was made at the same time without aerosol, 
the source of the dust in each case being willemite, a 
zinc silicate. This substance fluoresces a brilliant green 
in ultraviolet light so that particles of even less than | wu 
can be detected in tissue sections after the organic matter 
has been destroyed by micro-incineration. The dust 
generator produced particles averaging 0-9 yw, the dust 
concentration averaging 0-01 to 0-04 mg. per litre of air 
in a continuous flow of 60 litres per minute. 

The rabbits breathed irreguiarly and were cyanosed 
after 2 hours’ exposure to dust without, aerosol, but 
these signs were absent in those exposed to dust together 
with aerosol. The lungs of some of the rabbits were 
removed after death and fixed in formalin, and the 
paraffin sections were ashed by heating to 450° C. for 
4 hours. They were examined under reflected ultra- 
violet light of 2,537 A; the sections from rabbits exposed 
to dust and aerosol contained much less dust than those 
exposed to dust only, especially in the alveolar ducts and 
alveoli. The dust in the parenchyma also appeared to 
be much less. The aerosol appears to coat the particles 
of dust, agglutinate many of them, and thereby increase 
the diameter of the inhaled particles. Their pulmonary 
penetration is therefore impeded. H. M. Wernon 


1190. Studies on Aerosols. II. Coating and Agglutinat- 
ing of Dust Particles by Aqueous Aerosols 

L. DAuTREBANDE, W. C. ALFORD, and B. HIGHMAN. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.) 30, 108-113, March, 1948. 2 figs., 9 refs. 


In order to test the effects of aqueous aerosols on 
minute dust particles suspended in the air, finely-ground 
quartz or willemite particles were generated from distilled 
water or an aqueous solution of eosin Y, by an air 
current of 50 litres per minute. Samples of the particles 
of aerosol, dry untreated dust, and aerosol-treated dust 
were collected, by sedimentation in a chamber, on 
microscope slides coated with vaseline. They were 
measured by means of an oil-immersion objective magni- 
fying 1,125 times. The size of most of the aerosol 


particles was 0-8 to 0-4 yw, and of the quartz particles, 
1 to 0-5 yx. In one test, when the dust-laden air stream 
was mixed with aerosol, all the particles collected by 
sedimentation were found to be coated with water, their 
mean diameter being increased from 0-95 to 1-41 p. 
The cumulative size was still greater in some other tests. 
In an experiment with willemite dust (fluorescent zinc 
silicate) the aerosols were produced from 5% eosin, and 
the size of the exposed particles was increased from 1 
to 2:7 py. In an experiment in which a more elaborate 
apparatus was used, the aerosol-treated dust had a 
diameter of 1-3 4 compared with one of 0-62 p for the 
dry dust. When quartz was used in place of willemite 
the mean diameter was increased from 0-7 to 2:3 yw. In 
these tests there were many aggregates of dust particles 
of larger diameter, usually exceeding 3 jz, and occasion- 
ally even 20 p. 

These experimental results suggest that aerosols may be 
found useful in supplementing current methods for the 
more adequate control of dust hazards in such occupa- 
tions as drilling, smelting, and cement making, where 
large amounts of fine dust are dispersed. H.M. Vernon 


1191. Ventilation of Clothing and Tolerance of Man to 
Low Environmental Temperatures 

S. M. Horvatu. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 30, 133-139, March, 1948. 
4 figs., 4 refs. 


The ability of man to tolerate low environmental 
temperatures is influenced by the provision of convenient 
ventilation of the garments worn, so that the effects of 
excessive sweating during work can be avoided. Tests 
were made on 10 soldiers in order to determine the 
adequacy of the garments worn in preventing the accumu- 
lation of sweat during work, and the thermal exchanges 
through the garments when the subjects were at rest. At 
a temperature of —23° C. the men walked on a motor- 
driven treadmill up a 3% gradient at a speed of 3-3 miles 
(5:3 km.) per hour. In different tests: (a) the men wore 
their clothes completely closed at all times; (b) the men 
opened up the clothing as much as possible without 
discarding any garments; and (c) the men removed gar- 
ments as necessary to prevent themselves from becoming 
overheated. In many tests the subjects wore 2 windproof 
garments, 1 outside and 1 inside the pile garments. 
The average weight loss of the 10 subjects (corrected 
for evaporation of water from the lungs and for carbon 
as carbon dioxide) was 333 g. per hour when the clothing 
was closed as tightly as possible, and 173 g. when it 
was discarded at will. When ventilation was permitted 
by opening garments, the results obtained were very 
variable, the average loss being 240 g._ It was found that 
men who had accumulated moisture as a consequence 
of work could sit quietly for brief periods immediately 
afterwards, but were more susceptible to cold exposure 
if the clothing was worn on a succeeding day without 
being adequately dried. Numerical details of the weight 
changes in separate items of the clothing worn are given. 

H. M. Vernon 


For Industrial Toxicology, see Abstracts 1262-3. 
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Anatomy and Cytology 


1192. Growth of the Human Pituitary Fossa 
C. C. Francis. Human Biology [Hum. Biol.| 20, 1-20, 
Feb., 1948. 2 figs., 18 refs. 


A study of the growth of the pituitary fossa from the 
fifth fetal month to old age, based on human material of 
known age, sex, and colour is presented. A total of 418 
fetal skulls, 400 living white children, 391 living Negro 
children, and 1131 adult skulls were studied. In all, a 
total of 7323 observations were recorded, of which 5774 
were made on the living. All of the individuals were free 
of any gross physical or mental defect in so far as a 
survey of extensive records could determine. 

The pituitary fossa grows rapidly during the fetal period 
and during the first year of postnatal life. During 
childhood, growth is less rapid but fairly uniform except 
for a brief preadolescent spurt. Adult dimensions are 
attained at about the eighteenth year. During childhood 
the female sella is longer than the male, but in the adult 
the male sella is slightly longer. There is no consistent 
sexual difference in depth of the sella in white children 
nor in adults. During childhood the male Negro sella 
tends to be deeper than the female. In the adult the 
female Negro sella is deeper than the male. The Negro 
sella is longer and deeper than the white. There is more 
variation in the shape of the Negro sella than of the white. 
At birth the average horizontal length of the male white 
sella is 5-28 mm., of the female white 5-21 mm., of the 
male Negro 5-67 mm., of the female Negro 5-78 mm. 
The average horizontal length of the adult male white 
sella is 10-68 mm., of the female white 10-37 mm., of the 
male Negro 12-08 mm., and of the female Negro 12-12 
mm. The average vertical depth of the male white sella 
is 7-55 mm., of the female white 7-58 mm., of the male 
Negro 7-63 mm., and of the female Negro 7-87 mm.— 
[Author’s summary.] 


1193. Age Changes in Lymph Nodes 
F. A. Denz. Journal of Pathology and Bacteriology {J. 
Path. Bact.] 59, 575-591, Oct., 1947. 12 figs., 64 refs. 


Superficial and deep groups of lymph nodes show 
certain well-marked differences in structure. The 
inguinal node on the one hand, and the deep cervical 
node on the other, were chosen to illustrate the distin- 
guishing features. The frequency with which the in- 
guinal lymph node is distorted by inflammatory change 
does not appear to have been a disadvantage, the material 
for the investigation having come from a wide range of 
healthy and diseased subjects of all ages (principally at 
necropsy but sometimes by biopsy). 

A detailed description of the anatomy of lymph nodes 
is given, with particular reference to the lymph channels 
and the reticulum meshwork; serial sections and 
histological preparations, notably by silver impregnation, 
were used to build large-scale plasticine three-dimensional 


models. The inguinal lymph node is flat and the hilar 
components are deeply infolded into the substance of the 
gland; germinal centres usually do not become well. 
developed, even at the period of maximum lymphoid 
development, namely between the ages of 5 and 10 years, 
Regression is obvious from puberty onwards, shrinkage 
of cellular tissue towards marginal sinus and capsule 
being accompanied by replacement of connective tissue 
by fat in the obese subject and collagen fibre in the spare 
or wasted subject. Consequently the volume of the 
node is diminished relatively little. The deep cervical 
node on the other hand is more spheroidal; the germinal 
centres are well-developed and numerous before puberty 
and many remain obviously active throughout life; such 
regression as occurs may be regarded as a reversion to 
foetal type. Germinal centres, which appear to be in the 
medulla, are shown to be supported in trabeculae of 
reticulum of cortical type (readily distinguishable from 
medullary reticulum), extending down towards the 
hilum. W. S. Killpack 


1194. Intracellular Determination of Protein by X-ray 
Microspectrography 
A. ENGSTROM and M. A. Jakus. Nature [Nature, Lond] 
161, 168-169, Jan. 31, 1948. 2 figs., 3 refs. 


Sections 10 yz thick of tissues of Helix pomatia and 
Lophius piscatorius, after fixation by the freeze-drying 
technique, were treated with a solution of 2% phospho- 
tungstic acid (pH 2-0 to 2-5) for one minute. They were 
then washed, dried, and photographed by soft x rays on 
fine-grained films, 3,250-volt x rays being used, corte- 
sponding to a minimal wavelength in the continuous 
x-ray spectrum of approximately 3-8 A. In the photo- 
graphs, tungsten stands out in sharp contrast to the un- 
stained tissues. More is bound by the cytoplasm than 
by the nucleus, within which “ smaller structural ele- 
ments” are demonstrable. The relative amounts of 
tungsten bound by the protein within the cell may be 
obtained by measuring the absorption in different parts 
of the cell. R. J. Ludford 


1195. Cytopharmacological Investigations on in vitro 
Tissue Culture. (Cytopharmakologische Untersuchun- 
gen an Gewebekulturen in vitro) 

O. Bucuer. Vierteljahrsschrift der Naturforschenden 
Gesellschaft in Ziirich [Vjschr. naturf. Ges. Ziirich| 92, 
221-238, Dec. 31, 1947. 10 figs., 48 refs. 


The author reviews the work carried out in the Ziirich 
University laboratory on the application of the tissue 
culture technique to the study of some pharmacological 
problems. A brief account of the method employed in 
the preparation of coverglass cultures is followed by 
descriptions of methods employed for studying the action 
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of chemical compounds on cell division. Colchicine 
is cited as an example of a substance which blocks 
mitosis at the early metaphase, while trypaflavine pre- 
vents cells from entering the prophase. Comparison 
with controls of the percentage numbers of the various 
phases of mitosis in cultures treated with chemicals 
indicates the stage of mitosis most affected. Inter- 
ference with the normal course and rate of cell division 
is a delicate index of toxic action. This technique has 
been employed for testing the purity of penicillin pre- 
parations. Similarly, tissue cultures can be employed 
for investigating cellular tolerance to drugs. 
R. J. Ludford 


1196. The Chemical Histology and Cytology of the 
Pineal Body and Neurohypophysis 

G. B. Wistockt and E. W. Dempsey. . Endocrinology 
[Endocrinology] 42, 56-72, Jan., 1948. 18 figs., 20 refs. 


Study of the cellular morphology and cyto-chemistry 
of the pineal body and neurohypophysis of the rhesus 
monkey has revealed differences in cell structure and 
chemical constitution. The parenchymal cells of the 
pineal body are characterized by their large, chromatin- 
rich, lobed nuclei and the presence in their cytoplasm 
of ribonucleoprotein, alkaline phosphatase, and traces 
of glycogen. Pituicytes differ in possessing lipid drop- 
lets, little ribonucleoprotein, and no glycogen, but they 
also contain alkaline phosphatase. Although the cells 
of both organs are believed to be related to neuroglia, 
these results suggest that they have become differentiated 
to subserve different functional purposes. 

R. J. Ludford 


1197. Toxic-reactive Nuclear Changes in Leucocytes. 

(Toxisch-reaktive Kernveranderungen der Leukozyten 

(Pseudopelger)) 

F. Heckner. Deutsche Medizinische Wochenschrift 

—_ med. Wschr.| 73, 47-48, Jan. 23, 1948. 6 figs., 
refs. 


Pelger’s familial anomaly of the granulocytes consists 
in a failure of neutrophil and eosinophil nuclei to undergo 
the normal process of segmentation; blood films from 
such patients therefore contain gross excess of Stabkernige 
(staff) forms and metamyelocytes, simulating the changes 
found in normal subjects suffering from severe toxaemia. 
In the latter group, however, some 50% or more of the 
neutrophils are usually segmented, whereas in the Pelger 
—* nuclei with more than two segments are never 
ound. 

In 6 patients with severe gastro-enteritis, clinically 
resembling that due to Salmonella enteritidis (Gartner or 
Breslau), the response to the toxaemia was so intense that 
at its height only 5% of the blood cells were segmented, 
70% being staff forms or metamyelocytes. The resem- 
blance to the Pelger anomaly was striking. After the 
patients recovered the differential count became normal. 
Reference is made to another paper describing similar 
changes in 17 patients with enteritis due to S. enteritidis 
(Gartner) (Krause, Liebig, and Paul, Med. Klinik., 1933, 
2, 1671). G. Discombe 


1198. An Osmotic System within the Cytoplasm of Cells 
E. J. Ope. Journal of Experimental Medicine [J. exp. 
Med.) 87, 425-444, May 1, 1948. 24 figs., 15 refs. 


The cytoplasm of liver and kidney cells consists largely 
of discrete particles, here termed cytochondria. Cyto- 
chondria are permeable to water and have an outer 
rim, which stains readily, and a clearer central zone 
which stains slightly if at all. Ribonucleic acid may 
accumulate at the surface of cytochondria. Mito- 
chondria, which are grouped as cytochondria, lose their 
distinctive reactions in some circumstances and become 
indistinguishable from other types of cytochondria. 
Cytochondria constitute an osmotic system within 
cytoplasm. 

Sections of fresh rat or guinea-pig tissue were exposed 
to aqueous solutions of known toxicity. Changes 
in water content of treated sections were studied by 
determination of their specific gravities by the copper 
sulphate method. Treated sections were fixed in one- 
tenth molar lanthanum acetate and 10% formalin and 
stained with a mixture of methylene blue and azure II, 
and phloxin or rose bengal. Mitochondria stained with 
the acid dye and other cytochondria with the basic dye. 
Mitochondria were also stained by aniline fuchsin or 
iron haematoxylin after fixation in Regaud’s fluid. 

Immersion of tissue slices in distilled water decreased 
the specific gravity of the tissues and caused swelling of 
both cytochondria and cells. Immersion in 0-15 molar 
sodium chloride delayed the swelling of cells and cyto- 
chondria. Basophilic cytoplasmic substances (ribo- 
nucleic acid) were removed by treatment with water, less 
readily by 0-15 molar sodium chloride and least by 0-3 
and 0-4 molar sodium chloride. Solutions of potassium 
chloride gave results similar to those obtained with 
sodium chloride. Immersion of tissues in calcium 
chloride caused immediate swelling of both cells and cyto- 
chondria. Distilled water, 0-15 molar sodium chloride 
solution, or Krebs-Ringer solution removed basophilic 
and mitochondrial substance from peripheral zones of 
immersed slices of tissue, but substances with similar 
staining reactions appeared in the cytoplasm of cells 
placed more centrally in the slices. Mitochondria 
retained their shape and distinctive staining properties 
for a longer time in hypertonic than in hypotonic solu- 
tions of saline. .One per cent glucose or sucrose solu- 
tions gave results similar to those produced by distilled 
water; 5°% sugar solutions had effects comparable with 
those of Krebs-Ringer solution. 

The cytochondria swollen by immersion in distilled 
water return to approximately their normal size when 
cells are exposed to isotonic solutions. The extent of 
this reversibility in size and osmotic behaviour decreases 
with continued exposure to distilled water. Immersion 
of frozen liver slices in distilled water causes swelling of 
cytochondria and shrinkage of cells. A. K. Powell 


1199. The Vestigial Valves and the Interatrial Foramen 
of the Adult Human Heart , 
R. R. WriGcut, B. J. ANson, and H. C. CLEVELAND. 
Anatomical Record [Anat. Rec.] 100, 331-355, March, 
1948. 18 figs., 16 refs. 
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Physiology and Biochemistry 


1200. Protection Against Acceleratory Forces by Carbon 
Dioxide Inhalation - 

L. V. MippLeswortH and R. F. KLine. American 
Journal of Physiology [Amer. J. Physiol.) 152, 22-26, 
Jan., 1948. 5 figs., 14 refs. 


Various workers have indicated that addition of carbon 
dioxide to the respiratory gases increases the tolerance of 
animals to centrifugal accelerations. The authors have 
attempted a quantitative physiological investigation of 
these findings. In 250 animal experiments with dogs, 
monkeys, and cats, blood pressures and electrocardio- 
grams were continuously recorded during exposure on 
the centrifuge. The experimental accelerations varied 
between | and 7 positive g. applied for 5 to 30 seconds. 
Different gas mixtures were administered by a mask taped 
to the animal’s face, and controls indicated that the 
subjective reactions to the experimental conditions were 
negligible and that high oxygen concentrations also were 
without effect. Inhalation of carbon-dioxide mixtures 
in oxygen greater than 13% proved effective, and such 
concentrations caused little change in the basal blood 
pressure over the short experimental periods. The 
carbon dioxide was most effective when given 10 to 
120 seconds before the acceleration and during the g- 
subjection period; if it was administered for periods over 
7 minutes the “* protection *’ was much reduced. 

F. Latham 


1201. Pulse Rate Responses to Acceleration Under 
Reduced Barometric Pressure 

L. V. MIDDLESWORTH. American Journal of Physiology 
[Amer. J. Physiol.] 152, 157-161, Jan., 1948. 2 figs., 
8 refs. 


The purpose of the experiments was to determine the 
degree of change which acute anoxia produces in the 
tachycardia due to positive acceleration. Monkeys 
were used as subjects and were subjected to acceleration 
at a rate of 4 positive g. for 10 seconds. The apparatus 
included a centrifuge and 120-litre low-pressure chamber, 
and pulse-rate, electrocardiographic, and electro- 
encephalic recording instruments. It was found that 
anoxic anoxia at 225 mm. Hg for 15 minutes inhibited 
the cardiac reflexes which otherwise increase the pulse 
rate during acceleration. Conversely, administration of 
oxygen during acceleration at a similarly reduced baro- 
metric pressure tended to enhance the cardiac reflexes. 
Further, the partial loss of cardiac reflexes caused by 
anoxia during acceleration was intensified by mild 
carbon monoxide poisoning. Recompression of 4 
animals (from 282 to 760 mm. Hg in 5 seconds) resulted 
in a severe bradycardia. Re-acceleration of these mon- 


keys during the period of bradycardia elicited the normal 


tachycardic response. Although 69 monkeys were 
subjected to a pressure of 290 mm. Hg for 15 minutes in 


the anoxia-tachycardia group, only 2 to 4 were used for 
the experiments with carbon monoxide and anoxic 
anoxia. D. G. V. Whittingham 


CIRCULATORY SYSTEM 


1202. Coronary Sinus Catheterization for S 
Coronary Blood Flow and Myocardial Metabolism 

W. T. GoopaLe, M. Lusin, J. E. ECKENHorr, J. H, 
HAFKENSCHIEL, and W. G. BANFIELD. American Journal 
of Physiology [Amer. J. Physiol.] 152, 340-355, Feb,, 
1948. 6 figs., 37 refs. 


The field of investigation opened by the introduction 
of intracardiac catheterization is gradually increasing in 
scope. This communication deals with the study of 
coronary blood flow and myocardial metabolism by 
catheterization of the coronary sinus. Dogs are suitable 
animals for coronary sinus catheterization, and these 
authors have passed catheters 68 times in 45 dogs. 
Details of the technique are given and a new catheter 
specially modified for the purpose is described. The 
operation was carried out under light general anaesthesia, 
the animals lying on a fluoroscopic table in the right 
anterior oblique position. [The x-ray pictures repro- 
duced and the explanatory diagrams greatly help the 
understanding of the procedure.] When the catheter is 
in situ, samples of coronary sinus blood can be with- 
drawn and, if * diodrast”’ is injected forcibly through 
the catheter against the stream of blood in the coronary 
sinus, a retrograde coronary venogram is obtained. 

In dogs of 15 to 40 kg. weight, coronary blood flow 
averaged 71 ml. per 100 g. of left ventricular myocardium 
per minute and the myocardial oxygen consumption 
averaged 9-7 ml. per 100 g. per minute. Samples of 
coronary sinus blood were found to be dark in colour 
with an average oxygen content of 4-1 volumes per cent 
(approximately 22% saturated). Biochemical analysis 
of the blood from the coronary sinus revealed consistently 
high coronary arterio-venous differences as regards 
oxygen, lactate, and pyruvate, thus indicating an ex- 
tremely high rate of myocardial metabolism. Carbon 
dioxide production was correspondingly high, but glu- 
cose utilization was relatively small and inconstant. 
When the catheter is inserted 1 or 2 cm. inside the 
auricular ostium of the coronary sinus, the aspirated 
samples of blood are representative samples of coronary 
venous blood derived almost entirely from the left 
ventricular myocardium. This has been shown to be 
true by “ diodrast *’ venograms and necropsy studies. 

The hazards of coronary sinus catheterization are 
numerous and complications occur in an appreciable 
number of dogs. The dangers are of damage to the 
coronary sinus itself and of endocardial damage to the 
right auricle and pulmonary artery. At an early stage 
subendocardial haemorrhages and mural thrombi may 
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be found, but later fibrosis of the subendocardium and 
in some cases of the myocardium may follow. If the 
catheter is pushed too far into the coronary sinus, gross 
myocardial haemorrhage and thrombosis of the great 
cardiac vein occur. In later experiments the incidence 
of complications was much smaller. For unknown 
reasons endocardial lesions and thrombotic phenomena 
due to intracardiac catheterization are much less likely 
to occur in man. To avoid complications the authors 
recommend the use of a strict technique, administration 
of heparin, and gentle insertion of the catheter, which 
should be introduced only 1 or 2 cm. inside the coronary 
sinus. A. I. Suchett-Kaye 


1203. Measurement of Coronary Blood Flow by the 
Nitrous Oxide Method 
J. E. Eckenuorr, J. H. HAFKENSCHIEL, M. H. HARMEL, 
W. T. GoopALe, M. Lusin, R. J. Bina, and S. S. Kerty. 
American Journal of Physiology [Amer. J. Physiol.] 152, 
356-364, Feb., 1948. 19 refs. 


The nitrous-oxide method introduced by Kety and 
Schmidt (Amer. J. Physiol., 1945, 143, 53) for the quanti- 
tative measurement of the cerebral blood flow was 
investigated with a view to adapting it to measurement 
of coronary blood flow. The investigations were made 
in dogs and the samples of venous myocardial blood were 
obtained by coronary sinus catheterization (see Abstract 


1202). The values for coronary blood flow and myo- 


cardial oxygen consumption were calculated in ml. per 
100 g. of left ventricular muscle per minute. The results 
given by the nitrous-oxide method were compared with 
those obtained by the bubble flowmeter technique 
described by Eckenhoff and his co-workers. On the 
whole, the values arrived at by the two methods were in 
agreement. The nitrous-oxide method gave somewhat 
higher values for both the coronary flow (71-3 as against 
66:0) and oxygen consumption (9-5 as against 8-8). 
The difficulties, limitations, and untoward effects of the 
procedure are described. A. I. Suchett-Kaye 


1204. Studies of the Pulmonary Circulation at Rest and 
During Exercise in Normal Individuals and in Patients 
with Chronic Pulmonary Disease 

R. L. Ritey, A. HimMetstern, H. L. Motiey, H. M. 
WEINER, and A. CouRNAND. American Journal of 
Physiology [Amer. J. Physiol.] 152, 372-382, Feb., 1948. 
I fig., 18 refs. 


These studies of the pulmonary vascular bed were 
undertaken on 3 normal subjects and on 8 patients suffer- 
ing from various pulmonary conditions of a chronic 
nature. Recordings of pressures in the pulmonary artery 
were obtained by cardiac catheterization, the tip of the 
catheter being placed in the truncus of the pulmonary 
artery; the pressure in the left brachial artery was 
simultaneously recorded. The tests were performed 
with the subject resting and taking exercise on a bicycle 
ergometer. Conventional formulae were used for the 
calculation of vascular resistances in the pulmonary 
circuit and to make a rough approximation of the 
ventricular work against pressure. In 2 out of 3 normal 


subjects, the stroke volume increased significantly with 
exercise. The mean pulmonary arterial pressure fell in 
2 with increasing work, while a small rise was noticed in 
the third. In all 3 a decrease in pulmonary vascular 
resistance to about one-third of the resting value was 
noted and the work of the right ventricle increased slightly. 

Patients with chronic pulmonary disease had, of course, 
a reduced exercise tolerance and it was impossible to carry 
out studies during severe exercise. The stroke volume 
remained unchanged or decreased. Six patients had 
normal pulmonary arterial pressures at rest, and in 3 
of them the pressure in the pulmonary artery increased 
moderately during exercise; in the other 3 the rise was 
striking. In all the patients with chronic lung disease, 
the pulmonary vascular resistance remained unchanged 
or increased during work, in contrast to the normal 
subjects. The work of the right ventricle for a corre- 
sponding rate of oxygen consumption was found to be 
invariably higher than in the normal subjects. The 
factors influencing the response of the pulmonary circula- 
tion to exercise, when chronic pulmonary disease is 
present, are considered to be the limited expansibility of 
the pulmonary vascular bed during exercise and the 
anoxia which follows the fall in arterial oxygen. 

A. I. Suchett-Kaye 


1205. Serum Iron in Normal Women 
S. Dau. British Medical Journal [Brit. med. J.) 1, 
731-733, April 17, 1948. 1 fig., 10 refs. 


Serum iron values in healthy women ranged from 68 
to 194 xg., most lying between 70 and 140 yg. per 100 ml. 
The concentration was lower in menstruating women 
than in those not menstruating. § Douglas H. Collins 


1206. Quantitative Studies on the Comparative Activity 
of Calcium and Chemically Related Ions on the Coagula- 
tion of Blood 

M. STEFANINI and A. J. Quick. American Journal of 
Physiology [Amer. J. Physiol.| 152, 389-396, Feb., 1948. 
17 refs. : 


Blood collected in tubes coated with chloromethyl- 
silane and treated with the phenol-formaldehyde resin, 
‘**amberlite IR-100”, does not coagulate, its platelets 
remaining intact, because the resin removes the calcium 
but apparently causes no other change. To samples of 
blood and plasma freed from calcium in this manner 
solutions of calcium, strontium, barium, and magnesium 
chlorides were added, the solutions being made isotonic 
and then diluted with physiological saline. With calcium 
the shortest clotting time was obtained with concentra- 
tions between 0-0015 M and 0-004 M, the lower figure 
being approximately that found in normal blood; higher 
concentrations of calcium delay clotting. With stron- 
tium the shortest clotting time occurs at a concentration 
of 0-006 M to 0-008 M, and barium and magnesium fail 
to induce clotting at any concentration tested. In the 
presence of excess thromboplastin magnesium shows 
weak clotting activity. When strontium, barium, and 
magnesium salts are added to plasma together with an 
optimal concentration of calcium clotting is delayed; 
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barium caused precipitation, with complete inhibition of 
clotting at 0-013 M; strontium and magnesium delay 
clotting with complete inhibition only at concentrations 
above 0-03 M. In the presence of excess thromboplastin 
the inhibitory action of barium is most marked, while 
those of strontium and magnesium are almost equal and 
similar to that of calcium itself. G. Discombe 


1207. Effect of Folic Acid and Liver Extract on Serum 
and Red Cell Cholinesterase Activity 

A. M. KUNKEL, S. Krop, and W. C. WescoE. American 
Journal of Physiology [Amer. J. Physiol.| 152, 309-313, 
Feb., 1948. 1 fig., 7 refs. 


The plasma of normal dogs, and the plasma of dogs 
poisoned by di-isopropylfluorophosphonate (DFP) and 
thus with a cholinesterase activity 40% or less of the 
normal were incubated with folic acid and with liver 
extract containing 15 U.S.P. units per ml. The additions 
had no effect on the cholinesterase activity. Folic acid 
and liver extract did not influence the rate of recovery of 
cholinesterase activity of plasma in dogs recovering from 
DFP poisoning. Parenteral administration of acetyl- 
choline and of physostigmine salicylate had no effect on 
the blood count or plasma cholinesterase activity of 
normal dogs, and folic acid and liver extract were like- 
wise ineffective when administered simultaneously to 
this group or to normal dogs. 

It is concluded that the changes in plasma cholinesterase 
activity in patients recovering from relapse of pernicious 
anaemia are the result of the recovery process, and play 
no part in its genesis. G. Discombe 


1208. Physiological Properties of Arteries 
F. Marceau. Experimental Medicine and Surgery (Exp. 
Med. Surg.) 6, 13-23, Feb., 1948. 1 fig., bibliography. 


The author carried out experiments on adders and 
frogs in order to investigate arterial peristalsis connected 
with, and caused by, the action of the heart. The 
apparatus consisted of two strings of silver quartz of 
100 mm. length, placed vertically near one another; their 
lower part could move vertically by sliding within the 
holes of jewel bearings. With this arrangement the 
degree of deflection of the centre of the string was 20 times 
the amount by which the lower end was raised, and this 
was again magnified 20 times optically. One of the 
strings was connected with the surface of an artery near 
the branching of a collateral, the other with a mano- 
meter which recorded the intra-arterial pressure in the 
collateral. The shadows of both strings were recorded 
on the same film. It was found that the arterial diameter 
fell rapidly while the internal pressure fell very gradually. 
This is interpreted as indicating that an active contraction 
follows a passive wave-dilatation of the artery, the 
contraction being due to a series of local reflexes. 
Trauma caused tonic rigidity of the arterial wall which is 
believed to be due to impulses originating in the sinus 
venosus and influencing the peripheral centres. Para- 
lysis produced by section of the medulla, destruction of 
the spinal cord, and separating by a ligature the sinus 
venosus from the right auricle is briefly described. It is 


concluded from these experiments that a rapid contrac. 
tion of arteries passes from the heart to the periphery, ang 
adds a certain dynamic effect to the propagation of the 


pulse. [The commonly accepted view that the reduction A 

of the arterial diameter consequent upon the pulse wave 194 
is due to the elastic properties of the arterial wall does 

not seem to have been refuted by the author’s experi. : 

ments. No reference is made to the effect upon the | A! 

cardiac action of the Stannius ligature.] A. Schott sur 
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1209. High Vitamin Intake and Blood Levels of | ™ 
Cholesterol, Phospholipids, Carotene, and Vitamins C, 4, | 
and E 

J. T. V. BRUGGEN and J. V. STRAUMFJORD. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 33, 
67-74, Jan., 1948. 36 refs. 


In general, previous workers have found that adminis. 
tration of large amounts of vitamin A causes hyper- 
lipaemia and hypercholesterolaemia. The authors have 
studied this, and also the effect of vitamin A upon the 
levels of vitamins C and E and of carotene in the blood. 
Thirty-six patients were given 100,000 i.u. of vitamin A 
daily for 36 months, and another 36 patients were used 
as controls [the disorders of the patients are not men- 
tioned]. Analyses were made at 18, 24, and 36 months 
after vitamin administration was started, and 6 months 
after it was stopped. The addition of vitamin A caused 
plasma vitamin A to increase about 125%, plasma 
vitamin E about 20%, free and total cholesterol about 
15%, and phospholipid slightly. There was no signi- 
ficant change in plasma carotene or blood vitamin C. 
Six months after the supplementary vitamins were stopped 
plasma vitamin A was the only value that remained raised. 

H. M. Sinclair 


1210. Skeletal Changes in Growing Vitamin B Complex 
Depleted Rats and the Course of Repair 

M. SILBERBERG, B. M. Levy, and F. YOUNGER. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 67, 185-189, Feb., 
1948. 3 figs., 8 refs 


Three groups of rats were fed on: (1) stock diet, 
(2) a diet free from vitamin B, (3) the second diet 
for 5, 10, 21, or 30 days, and then the first diet. 
Growth continued for some time. Progressive changes 
were found in the bones (upper end of tibia and lower end 
of fibula) in group (2); these changes occurred sooner in 
males than in females. Details of microscopical findings 
are reported. After 30 days growth of cartilage and 
bone had stopped, with serous atrophy of bone marrow. 
Changes resembled those seen in inanition, but were out 
of proportion to the diminution of food intake and wert 
attributed to lack of the vitamin B complex. In group 
(3) growth was abnormally rapid for a time on retum 
to stock diet, unless the rats were already moribund. 
After the rats had received stock diet for 21 to 30 days 
their bones did not differ from those of normal rats. 

J. R. Marrack 
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1211. Influence of Vitamin A Deficiency on the Gross 
Efficiency of Growth of Rats 

J, Mayer and W. A. KreHL. Yale Journal of Biology 
and Medicine [Yale J. Biol. Med.) 20, 403-405, March, 
1948. 1 fig., 2 refs. 


The impaired growth caused by deficiency of vitamin 
A might be due to a decrease in appetite and food con- 
sumption or to a decrease in the gross efficiency of growth. 
The latter is defined as the ratio of energy output (new 
tissues) to energy input (aliments ingested). In male 
rats deficient in vitamin A there is a rapid drop in the 
gross efficiency of growth, but female rats are able to hold 
on to their reserve of vitamin A much longer. 

H. M. Sinclair 


1212. The Effect of Added Thiamine on Growth, Vision, 
and Learning, Using Identical Twins 

E. C. ROBERTSON, C. M. TATHAM, N. F. WALKER, and 
M. R. WeAvER. Journal of Nutrition [J. Nutrit.] 34, 
691-700, Dec. 10, 1947. 4 refs. 


The authors studied 36 pairs of uniovular twins, aged 
between 74 and 154 years, for 44 months, during which 
time 1 member of each pair received a tablet containing 
2 mg. of thiamin daily and the other member a placebo. 
Tests of intelligence, reading, arithmetic, memory, and 
manual dexterity were carried out at the beginning and 
end of the period. In the group receiving thiamin there 
was doubtfully significant improvement in weight, 
height, manual dexterity, and long-term memory. The 
experiment was continued with 25 of the pairs for a 
further 44 months, but no significant differences were 
found in any of the tests. Half of the pairs for whom 
data concerning diet were obtained were ingesting between 
20 and 40% less than the allowance of thiamin recom- 
mended on the National Research Council (1945) scale. 

H. M. Sinclair 


1213. An Investigation of Transmethylation from 
N’-Methylnicotinamide 
E. B. KeLter, J. L. Woop, and V. Du VIGNEAUD. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 67, 182-184, Feb., 
No. 4, 1948. 12 refs. 


N’-methylnicotinamide labelled in the methyl group 
with deuterium was fed to two rats for 6 days. Analysis 
of the body choline and creatine of these rats for deu- 
terlum showed that there was no detectable trans- 
methylation from N’-methylnicotinamide to choline or 
creatine during this period.—[Authors’ summary.] 


1214. Vitamin A and Carotene in Milk. (Butamun A u 
KapOTHH B MOJIOKe) 

B. S. GoLocorski. u Canutapusa [Gigiena] 
No. 4, 21-26, 1948. 1 fig. 


Vitamin A and carotene were determined in 58 milk 
samples obtained in the open market in February-March 
(end of byre feeding), in May (beginning of grazing 
season), and in September-November (end of grazing 


season). In addition, 75 tests were made with samples 
of dried milk obtained from 2 dried-milk factories. 
Fresh commercial milk contained on the average 13-57 
and 234-8 yg. per 100 ml. of carotene and vitamin A 
respectively. Those milk samples obtained in summer 
and autumn had 3 to 4 times more carotene and vitamin 
A than winter milk. No destruction of carotene or 
vitamin A resulted from bringing the milk to the boiling 
point and boiling it for 3 minutes. The average amounts 
of carotene and vitamin A in dried milk were 0-133 
and 2-14 mg. per 100 ml. respectively. Storage for 12 to 
16 months in air-tight containers did not appreciably 
reduce the vitamin-A content of dried milk. Reconsti- 
tuted dried milk had a somewhat higher carotene and 
vitamin-A content than commercial milk. H. P. Fox 


1215. Further Studies of the Effects of Insulin on the 
Metabolism of Vitamin C 
S. SHerry and E. P. RALuI. Journal of Clinical Investiga- 


tion [J. clin. Invest.] 27, 217-225, March, 1948. 1 fig.,° 


20 refs. 


When dogs from which the pancreas has been removed 
are given insulin the daily excretion of vitamin C is 
lower than in normal dogs, although the animals in both 
groups synthesize vitamin C and their tissues are saturated 
with the vitamin. Renal tubular reabsorption of the 
vitamin is unchanged by the falling plasma concentration. 
Intravenous insulin has a maximum effect at about 
30 minutes, intramuscular insulin at 2 to 3 hours, and 
subcutaneous insulin at 4 to 5 hours. The effect of 
insulin is not due to the destruction of the vitamin, or to 
failure to synthesize it because the fall in plasma vitamin 
C is also produced in man after insulin administration. 
Experiments on man, rats, and guinea-pigs showed that 
insulin did not influence the 24-hour urinary excretion 
of vitamin C, which would indicate that insulin does not 
increase the rate of utilization of ascorbic acid in man. 
The effect of insulin on the redistribution of ascorbic 
acid in the tissues was examined in 10 dogs and 1 diabetic 
patient with a fasting plasma vitamin C of 0-95 mg. per 
100 ml. In 10 out of the 11 experiments there was a 
significant fall in the plasma vitamin C after insulin; 
in 9 out of 11 experiments a fall in the vitamin-C content 
of whole blood was recorded. In 7 cases the vitamin-C 
content of the red blood corpuscles showed no change; 
in 9 out of 10 experiments a rise in the concentration of 
ascorbic acid in the white blood cell—platelet layer was 
observed, 4 of the 9 increases being definitely significant. 
It is suggested that insulin produces a transient transfer 
of ascorbic acid from the plasma and extracellular fluid 
into the tissues. In the dog, after the fall in the plasma 
vitamin C produced by insulin there is a rise in plasma 
vitamin C and an increased excretion of the vitamin in 
the urine, so that, in effect, insulin does not alter the daily 
urinary excretion of vitamin C. Cc. C. N. Vass 


1216. The Energy Expenditure for Quiet Play and Cycling 
of Boys Seven to Fourteen Years of Age 

C. M. TayLor, M. W. Lams, M. E. RoBERTSON, and G. 
MacLeop. Journal of Nutrition [J. Nutrit.] 35, 511-521, 
April 10, 1948. 1 fig., 18 refs. 
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1217. Margarine and the Growth of Children 
H. LeICcHENGER, G. EISENBERG, and A. J. CARLSON. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 136, 388-391, Feb. 7, 1948. 18 refs. 


This is an account of a study undertaken to determine 
whether there was any nutritional difference between 
two groups of children when the source of supplementary 
table fats in their diets was vegetable (margarine) and 
animal (butter) respectively. The two groups were 
studied over a period of 2 years; one group received 
fortified margarine only as the table fat—on bread, with 
vegetables, in’ pastry, and for frying. In the second 
group butter was used for the same purpose. Margarine 
was readily accepted when coloured and served in pats. 
The children studied were those in institutions of a similar 
character and in the same locality. The diet in each 
institution was carefully supervised; 25 to 30% of the 
total calories was supplied by fat, and the margarine 
supplied 65 to 70% of the total fat calories. Both groups 
of children were weighed and measured each month under 
medical supervision. The records of children who had 
been studied for less than 6 months were discarded; 
there were 160 children in the “‘ margarine’ group and 
107 in the “ butter” group. 

There was no significant difference between the two 
groups in the red cell count and haemoglobin concentra- 
tion. Growth, as determined by increases in height and 
weight, did not vary significantly between the two groups, 
and there was no evidence to show that any growth factor 
which may be present in butter played any important part 
in the growth of the children. The health of both groups 
of children was uniformly good, so far as serious illness 
was concerned. Beryl Bevan 


1218. The Effect of Food Supplements on Poorly Fed 
Workers in Brussels in January, 1945 
G. A. SMART, T. F. MAcRAg, P. A. BASTENIE, and P. E. 
Grecorre. British Medical Journal (Brit. med. 1, 
40-43, Jan. 10, 1948. 1 fig., 8 refs. 


Two groups of men working in Brussels, who in 1945 
were receiving inadequate food, were given a supplement 
mainly of milk, cheese, butter, and eggs. After a control 
period Group A received the supplement for 10 days, 
Group B acting as controls; after 3 weeks the groups 
were reversed and the supplement was altered slightly. 
Body weight, strength of grip, myotatic irritability, and 
urinary nitrogen excretion were determined. During 
supplementation there was a significant increase in body 
weight, strength of grip, and urinary nitrogen excretion, 
and a significant decrease in myotatic irritability. There 
was no significant relation between the individual 
measurements of different factors or between the 
measurements and the intake of any particular nutrient. 
There was initially an inverse correlation between strength 
of grip and myotatic irritability. It is pointed out that 
the increase in strength of grip may have been caused by 
the psychological factor, since the workers knew whether 
they were receiving the food supplement or not. [For 
assessing the results on myotatic irritability it would 
have been helpful to have had measurements of the 


- 348 PHYSIOLOGY AND BIOCHEMISTRY 


thickness of skin and subcutaneous tissue, since an 
increase of subcutaneous fat will decrease the stimulys 
actually applied to the muscle. It is interesting that ip 
the underfed workers in Group B after 10 days of supple- 
mentation myotatic irritability was less than in average 
* healthy R.A.F. subjects ’’.] 

The urinary nitrogen excretion is discussed in some 
detail. During the period of supplementation the 
excretion of nitrogen by those given the supplement and 
by control subjects is stated to have increased signi. 
ficantly; the mean excretion in the two groups was 
[surprisingly] the same. [On the figures published, the 
increase in the control group is not significant: the mean 
before feeding is 9-5+1:3 (s.e.) and after feeding jg 
10-80-03, and the difference between the means is only 
1-05 times the s.e. of the difference; the mean for the 
group just before the experimental period is 10-74 and at 
the end of the experimental period is 10-57. _ It is difficult 
to place much reliance upon the figures for nitrogen 
excretion, since the results obtained in 3 of 18 subjects 
were Omitted because “* the 24-hour specimens of urine 
presented by them were obviously false ’’; other samples 
may have been false but not obviously so. There is, for 
instance, a significant difference in the scatter of the 
values for mean nitrogen excretion of the control group 
before and during the experimental period, although 
there was no alteration in their type of diet during the 
experimental period.] H. M. Sinclair 


1219. Effects of Protein and Fluid Consumption Upon 
Plasma Volume and Circulating Protein in the Rat _ 

R. W. Lippman. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y. 
67, 196-198, Feb., 1948. 8 refs. 


Rats were fed on 5 different diets: a stock diet with 
17% protein, a 3%-protein diet, a 77%-protein diet, 
10% glucose in water with vitamin B complex, and 10%, 
glucose with vitamin B complex and salt. None of the 
protein-deficient diets caused any appreciable change in 
the plasma volume in 17 days; total blood volume was 
increased by about 10° compared with the normal value 
for the final weight. Starvation for 17 hours did not 
alter the total blood volume, total circulating serum 
protein (T.C.P.), or serum protein concentration (T.P.). 
The 10% glucose with or without salt did not affect T.CP. 
or T.P. in 17 hours. All the protein-deficient diets 
reduced T.C.P. and T.P. by 15 to 20% in 7 days. The 
77%-protein diet did not cause an appreciable change in 
T.C.P. or T.P. J. R. Marrack 


1220. Effect of Lipotropic Agents in a Diet Containing 
Pure Amino Acids in Place of Protein 

C. S. Rose, T. E. MACHELLA, and P. GyGroGy. Pro 
ceedings of the Society of Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.¥.] 67, 198-199, Feb., 
1948. 1 ref. 


Rats weighing 150 to 165 g. were fed on: (a) a diet 
containing amino-acids in place of casein and deficient 0 
lipotropic factors; (5) diet (a) together with 50 mg 
methionine; (c) diet (a) together with 100 mg. methic- 
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nine; (d) diet (a) together with 25 mg. choline chloride. 
Rats on diet (a) lost weight and ate little; on diets (5), (c), 
and (d) rats lost almost as much weight and ate as little. 
There was 20-4% of lipid in livers of rats on diet (a), 
133% on diet (b), 97% on diet (c), and 6-8% on diet (d). 
The minimal effective dosage of methionine was 50 mg. 
The lipid content of the liver was reduced more by 25 mg. 
choline chloride than by 100 mg. methionine, although 
the methionine contained 25% more methyl group. 
J. R. Marrack 


1221. The Effects of Caloric Restriction on Skeletal 
Growth 

Pp. HANDLER, G. J. BAYLIN, and R. H. Fotis. Journal 
of Nutrition (J. Nutrit.] 34, 677-689, Dec. 10, 1947. 4 
figs., 10 refs. 


The effect of simple calorie restriction upon growth and 
skeletal calcification in young rats and rats nearly mature 
has been studied. The skeletal and general body growth 
failed in young rats restricted to 50% of the calories 
obtained by rats eating freely. Plasma calcium remained 
normal, and in the young rats plasma inorganic phos- 
phorus fell slightly. In both groups of rats plasma alka-+ 
line phosphatase increased grea‘ly, and this increase was 
still observed after parathyroidectomy. The authors 
believe that these biochemical changes are probably the 
result of altered hepatic carbohydrate metabolism 
rather than the result of metabolic events in the skeleton. 
[*Serum”’ occurs frequently in the paper where 
“plasma should be read.]} H. M. Sinclair 


1222. Nutrition of the Host and Natural Resistance to 
Infection. III. The Conditions Necessary for the Maxi- 
mal Effect of Diet 

H. A. SCHNEIDER. Journal of Experimental Medicine 
[J. exp. Med.] 87, 103-118, Feb. 1, 1948. 1 fig., 6 refs. 


This paper records experiments to determine the pro- 
cedure which would best demonstrate the increased 
resistance to salmonella infection of mice on a natural 
diet (wheat and milk) as compared with animals on a 
synthetic diet adequate for growth. The results con- 
firmed an earlier observation that the dietary difference 
was obscured when either a fully virulent or an almost 
avirulent culture was used; a mixture of virulent and 
avirulent organisms was necessary. Experiments were 
also carried out to determine whether the difference made 
by diet in the number of survivors could be increased by 
adjusting the route of infection, dose of avirulent and of 
virulent organisms, and the time between the doses. It 
was found that if doses of 10% avirulent organisms were 
given intraperitoneally and 24 hours later doses of 10* 
Virulent organisms were given by the same route the 
Percentage difference in numbers surviving on the two 
diets was 55 compared with a difference of 25 reported 
previously when a single strain of S. enteritidis was given 
by mouth. This “ double strain inoculation’? method 
iNcreases the precision and practicability of assays that 
are being made to identify the nutritional factor in whole 
wheat responsible for the increased resistance. 

J. W. Howie 


1223. Pteroylglutamic Acid (“ Folic Acid’), Liver 
Extract, and Amino Acids in the Treatment of Granulo- 
cytopenia in Rats ~ 

F. S. Darr. Public Health Reports [Publ. Hith Rep., 
Wash.] 62, 1785-1792, Dec. 26, 1947. 6 refs. 


In weanling rats given a diet containing 4% casein as 
the sole source of protein granulocytopenia develops, 
which can be cured by administration of pteroylglutamic 
acid (PGA) or liver extract; the activity of the latter 
cannot be accounted for on the basis of its content of 
PGA. These cures are accelerated if methionine and 
threonine are given simultaneously; cure can also be 
effected by administration of increased amounts of 
casein or of a mixture of the 10 essential amino-acids. 

Since it is improbable that PGA, the factor in liver 
extract, and certain amino-acids perform a similar meta- 
bolic function in the body, it is suggested that when they 
act in preventing or curing granulocytopenia an essential 
nutrient is synthesized by the tissues with the aid of speci- 
fic amino-acids; when the nutrient or part of it is sup- 
plied in the diet the specific amino-acids are spared and 
are available for other metabolic needs of the body. 

H. M. Sinclair 


NERVOUS SYSTEM 


1224. Observations on Electrical Stimulation of Pain 
Fibres in an Exposed Human Sensory Nerve 

R. E. Patrte and G. WEDDELL. Journal of Neuro- 
physiology {J. Neurophysiol.| 11, 93-98, March, 1948. 
2 figs., 6 refs. 


The digital nerve on the radial side of the left index 
finger was exposed in a normal subject after “ percaine ”’ 
infiltration of the skin. Two - silver—silver-chloride 
electrodes a quarter of an inch (0-6 cm.) apart were 
placed on the nerve, a piece of rubber sheeting was 
placed between the nerve and the underlying tissue, and 
the skin was sutured so that the exposed nerve was 
insulated from the surrounding tissues and skin by the 
rubber sheet. Continuous voltage condenser discharge 
stimuli were applied to the nerve. Because of the use of 
local analgesia only a few nerve fibres responded to 
stimulation. Only pain sensations, after a latent period 
of 1:25 seconds, could be elicited, and the sensation was 
of an “all or none” character. The voltage threshold 
necessary to produce pain was determined for a number 
of condenser discharges of different time constants. The 
experimental values were in good agreement with a curve 
derived from Hill’s equation. A. Schweitzer 


1225. An Anatomical Basis for Alterations in Quality of 
Pain Sensibility 

G. D. C. and W. H. FEINDEL. 
Journal of Neurophysiology [J. Neurophysiol: 11, 99-109, 
March, 1948. 3 figs., 32 refs. 


Characteristically unpleasant sensations following 
needle prick stimulation of the skin are often noted in 


‘the course of recovery of traumatic peripheral nerve 


lesions. In an attempt to elucidate the underlying 
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mechanism, the skin in the territory of recovering nerve 
lesions and scar tissue from cutaneous scars have been 
histologically examined. Small skin areas in 59 patients 
were examined for sensory changes, intravitally stained 
with methylene blue, and removed for histological 
examination. It was invariably found that nerve nets 
and terminals subserving cutaneous pain sensations, in 
cases in which sensations of unpleasant quality could be 
elicited, were isolated from neighbouring nerve terminals 
instead of interweaving with them as in normal skin. 
Unpleasant sensations were not produced from skin with 
a normal innervation pattern. Alterations in the peri- 
pheral pattern of innervation did not affect the threshold 
for pain. Where abnormalities of the pain nerve endings 
themselves were found, alteration of the pain quality 
was not noted, although the threshold for pain was 
changed. Compression experiments on the normal arm 
confirm the view that pain of unpleasant quality is 
associated with a reduction in the normal peripheral 
pattern of innervation. ‘* Over-reaction”’ to painful 
stimulation in various clinical conditions is thought to 
be due to a reduction in the normal pattern of impulses 
reaching consciousness. A. Schweitzer 


1226. Observations on Sensory Paralysis Produced by 
Compression of a Human Limb 

D. C. Smncrair. Journal of Neurophysiology [J. Neuro- 
physiol.] 11, 75-92, March, 1948. 2 figs., 16 refs. 


The theory of Lewis and co-workers, that the further a 
section of a sensory nerve fibre lies from its peripheral 
terminations the more sensitive the nerve fibre is to 
ischaemia induced by pressure, was tested on 7 subjects. 
Cuffs placed on the upper limbs were inflated to above 
the systolic blood pressure. All experiments were carried 
out at room temperature. The sensations in the palmar 
distribution of the ulnar nerve were tested, 6 circular 
test areas of 1 cm. diameter being studied and a nylon 
thread being used for stimulation. The time at which 
3 successive stimuli applied to each circle weré not 
perceived was noted as the “time of onset of anaes- 
thesia’ in that cirele. Compression of different parts 
of the limb may not compress equally the underlying 
nerves; for example, on the forearm the nerves are less 
accessible, being protected by the bones. Compression 
of the arm produces anaesthesia more quickly than 
does compression of the forearm or wrist because the 
arm nerves are more easily compressed, and not because 
the arm nerves are farther away from the periphery. If 
the compressing cuff is moved proximally on the upper 
arm no decrease occurs in the “ time of onset of anaes- 
thesia’. Anaesthesia advances in the limb by a succes- 
sive involvement of the cutaneous distributions of the 
nerve trunks which are being compressed. Thus, the 
median nerve is usually involved first, followed by the 
ulnar and then by the medial and lateral cutaneous 
nerves of the forearm. This order is, in part, explained 
by unequal transmission of pressure to the nerves by the 
compression cuff. Cutaneous touch perception is more 
quickly affected by limb compression than are sensations 
aroused from hairs. A. Schweitzer 


ENDOCRINE GLANDS 


1227. Effects of Sex and Thyroid Hormones on the 
Process of Ageing in Female Rats 

V. KORENCHEVSKY. British Medical Journal [Brit, med 
J.J 1, 728-731, April 17, 1948. 21 refs. 


The author presents a summary of work done at the 
Gerontological Research Unit, Oxford, to investigate the 
results of ovariectomy and of administration of oestradio| 
benzoate-butyrate, progesterone, androsterone, and 
thyroid hormone, separately and in various combina. 
tions, on ageing in ovariectomized female rats. Ovaries. 
tomy was found to accelerate ageing, which is defined as 
a major involution of all the vital organs and of all their 
functions. In some organs this first shows itself as q 
relative hypoplasia. Any anti-ageing factor should there. 
fore increase the weight of the organ and the organ should 
show hypertrophy histologically. 

The experiments were performed on 197 female rats— 
11 normal controls, 29 ovariectomized controls, and 
157 ovariectomized rats receiving hormone treatment. 
Experiments 1 and 2 lasted for 56 to 76 days and experi- 
ments 3, 4, and 5 for 43 to 52 days. The weekly doses 
were as follows: (1) Desiccated thyroid, 105 mg, 
(‘small dose”’’); oestradiol benzoate-butyrate, 0-015 
mg. (‘‘ small dose ”’), injected for 3 weeks only, or 0:09 
mg. (*‘ large dose ’’), injected every week; androsterone 
45mg. (2) Desiccated thyroid, 250 mg., with thyroxine, 
0-8 mg. (“large dose ’’); oestradiol benzoate-butyrate, 
0-015 mg., injected for the first 3 and last 2 weeks 
medium dose’); androsterone as in (1). (3) and (4) 
desiccated thyroid, 65 mg. 3 times a week; oestradiol 
benzoate-butyrate, 0-028 mg. during the first week only; 
progesterone, 2 mg. daily during last 19 days, (5) 
Desiccated thyroid, 60 mg. 3 times a week; oestradiol 
benzoate-butyrate, 0-015 mg. injected 3 times for the 
first week only; crystalline suspensions of androsterone, 
10 mg., and progesterone, 10 mg., injected every eighth 
or tenth day. 

Organs and body fat (abdominal fat) were weighed, 
since the fat-free weights are a more accurate guide to 
true hypoplasia. Normal hypoplasia of most organs 
started at the age of sexual maturity. The size of cells 
and nuclei was measured and mitoses were counted. 
Stained sections were examined histologically. All 
hormones investigated had a stimulating (hypertrophic) 
action in most cases and simultaneously in some cases 4 
depressing (pathological) effect. The changes nearest 
to normal were produced when all four were given 
simultaneously in suitable doses, small doses having no 
effect and large doses being too toxic. The author points 
out that, although much experimental work is still 
required, treatment with combinations of hormones 
appears to offer hope of a favourable check to the process 
of ageing. Morag L. Insley 


1228. An Investigation into the Chemical Estimation of 
the Oestrogens in Urine 

A. E. BENDER and A. WiLson. Biochemical Journal 
[Biochem. J.] 41, 423-425, 1947. 5 refs. 
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Pharmacology and Therapeutics 


1229. Influence of the Autonomic Nervous System on the 
Intestinal Absorption of a Hypertonic Solution of Glucose 
F, Huiwosro, R. VALDEs, and M. DAvita. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.] 92, 336-344, March, 1948. 6 figs., 12 refs. 


Cats were kept without food for 12 hours and were then 
anaesthetized with “‘nembutal”’’. A tube, 16 cm. long 
and 3-5 mm. in diameter, was introduced through an 
opening made in the upper part of the jejunum. The 
portion of jejunum containing the tube was tied at both 
ends, the circulation being maintained intact, and the 
abdominal wound was closed; 4 ml. of a 10% solution of 
glucose was introduced through the tube and withdrawn 
from time to time for measurement of volume and 
determination of glucose. The solution was replaced in 
the intestine each time. During the first 30 minutes the 
osmotic effect of the solution caused dilution and increase 
of volume; thereafter, the fluid was gradually absorbed. 
Continuous stimulation of the vagus at a rate of 25 or 
200 impulses per second and intramuscular injection of 
neostigmine or ergotamine produced a larger increase in 
volume than in control animals; injection of atropine 


reduced the dilution effect. Stimulation of the left 


greater splanchnic nerve had little influence upon the 
change of volume of the solution whether the adrenal 
gland was intact or “ ligated’’. The rate of absorption 
of glucose in control animals was very rapid during the 
first 15 minutes and then slowed down to a constant rate. 
Absorption was decreased by ergotamine and increased 
by section of the vagi or by stimulation of the splanchnic 
with the adrenal “ligated”. Atropine and neostigmine 
had no effect. 

[The results of these experiments are presented as 
curves showing the mean figures obtained from groups of 
6 to 11 cats. No indication of the extent of individual 
variation between the animals is given, and it is difficult 
to assess the significance of the rather small differences 
observed in some of the experiments.] 

L. G. Goodwin 


Cytochrome C: Intravenous Administration in 


R. Rapinovitcu, K.A.C. ELtiott, and D. McEACHERN. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin, Med.] 33, 294-296, March, 1948. 4 refs. 


Cytochrome C was given intravenously to one normal 
individual and to 8 suffering from neuro-muscular 
disease. The doses ranged from 50 to 512 mg. daily for 
from 1 to 31 days, the total amount given varying from 
512 to 4,320 mg. The substance was administered in 
Sterile aqueous solution containing 50 mg. in 5 ml. It 
was shown to be biologically active by the increase caused 
i Oxygen uptake by liver homogenate. 

No subjective symptoms of ease or the reverse were 


produced by 50 to 500 mg. in the normal individual, or 
with single 500-mg. doses in 2 of the patients. Again 
no changes were observed in pulse, blood pressure, 
temperature, or basal metabolism within 3 hours after 
administration. None of the 8 patients showed improve- 
ment attributable to the drug. With the hand spectro- 
scope the minimum concentration of reduced cytochrome 
C detectable in serum was about 6:5 mg. per 100 ml., 
corresponding to about 325 mg. in a blood volume of 
5 litres. The substance could only be detected in this 
manner in serum obtained within 30 minutes after injec- 
tion of 500 mg. A pink colour in the serum was ob- 
served at times, but this was due to haemoglobin from 
haemolysed red cells. To obtain a pink coloration due 
to cytochrome C in serum or urine, a strength of about 
20 mg. per 100 ml. was necessary. Unless the dose given 
exceeded 200 mg. no evidence of the presence of cyto- 
chrome C could be obtained in urine within 30 to 90 
minutes after administration. With larger doses, 200 to 
500 mg., spectroscopic evidence of its presence was found 
after the lapse of up to 6 hours. - 

Reginald St. A. Heathcote 


1231. Administration of Strophanthin G by Aerosols. 
(Administration de l’ouabaine par aérosols) 

A. RAvINA, A. FEDER, M. Nory, and J. SERVIER. Presse 
Médicale [Pr. méd.| 56, 93, Feb. 7, 1948. 


The indications for “‘ ouabain’’ (strophanthin G) 
therapy are given. Difficulties of administration by 
intravenous injection, such as the presence of much 
oedema or the need for a prolonged course have led to the 
use of the drug in aerosols. Ouabain was employed in 
1% solution in a glycerin—-alcohol medium, 16 drops 
having about the same effect as an intravenous injection 
of 0:25 mg. Oxygen was the nebulizing agent. The 
results in cases of cardiac decompensation were satis- 
factory. Harold Jarvis 


1232. Effect of Digitoxin on Creatinine and Histamine 
Output of the Isolated Heart 

A. SsoerDSMA, E. Kun, F. W. SCHUELER, and J. E. 
DoVALLE. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp, Biol., N.Y.] 67, 
144-147, Feb., 1948. 11 refs. 


The effect of digitoxin in a final concentration of 1 in 
40,000 was studied on isolated heart preparations of the 
rat, cat, and rabbit. Ten ml. samples of perfusate were 
collected for creatinine and histamine analyses, since 
these two substances had been detected in perfusate in 
preliminary experiments. The creatinine output in each 
of the three species investigated was fairly constant 
(0-69 to 0-97 jug. per 10 ml. of perfusate per g. of heart 
for cats and rabbits, and about 5 times this amount for 
rats) and was not affected by digitoxin. On the other 
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hand, the histamine output showed an interesting cor- 
relation with the action of digitoxin in the rabbit and cat. 
In these two species, there was a significant decrease in 
the histamine output of the perfusate which in many 
cases reached zero in the last sample. However, the 
histamine output of the rat heart was unaffected. Rela- 
tive sensitivities of the three species to digitoxin are 
parallel to their relative sensitivities to histamine. The 
most resistant heart to digitoxin was that of the rat. 

[The work confirms that the rat heart is much more 
resistant to digitoxin than are cat and rabbit hearts. 
Contracting heart muscle has been known to be a source 
of histamine and these results show that when the heart 
fails the histamine output diminishes. } G. B. West 


1233. Pharmacological Studies of d-Tubocurarine and 
other Curare Fractions 

G. M. Everetr. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.) 92, 236-248, March, 
1948. 21 refs. 


The toxicity, excretion, and effects on the cardio- 
vascular and central nervous systems of d-tubocurarine, 
intocostrin a purified quaternary fraction of curare, 
and the dimethyl ether iodide of d-tubocurarine have 
been compared in rats, mice, rabbits, guinea-pigs, cats, 
and dogs. A single rapid injection of the substance has 
been used in comparing toxicities in rabbits, rats, and 
guinea-pigs by the “ head-drop”’ method. The HD 50 
(amount required to cause dropping forward of the 
head in 50° of animals) for d-tubocurarine was from 
0-125 to 0-175 mg. per kg., in rabbits, 0-075 mg. per kg., 
in rats, and 0-035 mg. per kg., in guinea-pigs. The in- 
creased sensitivity of guinea-pigs was not due to liberated 
histamine, being unaffected by “ pyribenzamine’’. It 
was confirmed that 1 ml. intocostrin is equivalent in 
activity to 3 mg. of d-tubocurarine, while the dimethyl 
ether iodide of d-tubocurarine is about 10 times as 
active as d-tubocurarine and the quaternary base fraction 
about equal to tubocurarine in potency. Six crude 
curare samples had an HD 50 of from 0-5 to 2 mg. per kg. 
In dogs, the curarizing intravenous dose of d-tubocurarine 
is between 0-15 and 0-25 mg. per kg., no excitation being 
observed although some dogs vomited and 50% de- 
faecated. Convulsions due to d-tubocurarine in rats 
were anoxic in origin, being completely relieved by 
artificial respiration with oxygen. Rabbits given up to 
2 mg. d-tubocurarine per kg. survived under artificial 
respiration but after 5 to 10 mg. per kg., rabbits and dogs 
given artificial respiration died 24 to 36 hours later from 
pulmonary complications or shock. 

The effective curarizing dose of d-tubocurarine in rab- 
bits is 0-3 to 0-4 mg. per kg. Neostigmine was only 
effective as an antidote to doses of curare greater than 
those causing paralysis if given before the curare. Atro- 
pine and leptazol were ineffective as antidotes. 

Respiration of sliced cortical tissue of mice was not 
altered by addition of d-tubocurarine to the Ringer- 
glucose in Warburg studies. In rats and rabbits, the 
liver and kidney are not essential for the detoxification of 
curare, since in nephrectomized or hepatectomized 
animals the magnitude and duration of action of d- 


tubocurarine were unaltered. Confirmation of the low 
toxicity of tubocurarine for the heart has been obtained 
by study of its effect on isolated heart preparations and on 
the electrocardiogram of the rabbit, dog, and cat. In 
anaesthetized cats and dogs, doses of 0-1 to 0-2 mg, 
kg. caused a slight fall in blood pressure of 10 to 20 mm 
larger doses affecting respiration causing greater falls, 
with little or no recovery. Transitory falls in blood 
pressure due to small doses of tubocurarine were partly 
reduced by previous injection of pyribenzamine and may 
thus be due to histamine, but the gradual decline in 
pressure due to large doses of curare was not prevented, 
The vasodepression due to curare is similar to that in 
shock, ephedrine having some pressor effect, but the 
effect of adrenaline though transitory was greater, 
Histamine-like effects of curare were observed when the 
drug was perfused through guinea-pig lungs and isolated 
rabbit ears. The contraction of isolated rabbit intestine 
due to tubocurarine and the defaecation seen after curare 
in dogs both indicate a transient stimulant effect on the 
gut, though other workers claim that higher doses 
inhibit the intestinal tone. No local analgesic action of 
d-tubocurarine could be detected. In non-anaesthetized 
rats, rabbits, and cats, the electroencephalogram was 
unaltered by up to 50 times the curarizing dose of d- 
tubocurarine, and intra-arterial injection did not cause 
convulsions in rabbits. These observations are con- 
trasted with those of other workers, who used anaesthe- 
tized animals. Intracisternal injection of d-tubocurarine 
or curare in rabbits did cause convulsions, possibly 
indicating a blood-brain barrier to the passage of curare. 
The importance of anoxia as a cause of tremors and 
convulsions during the use of tubocurarine is stressed. 
The clinical significance of these findings is discussed in 
relation to overdosage, adequate oxygenation, and the 
use of pressor drugs, neostigmine, and, possibly, the anti- 
histamine substances to counteract undesired sequelae 
of curare administration. The use of curare in cases of 
liver or kidney damage is not necessarily contraindicated. 
[This is an important paper and should be consulted 
in the original by all those interested in the experimental 
and clinical use of d-tubocurarine and similar substances.] 
Derek R. Wood 


1234. Clinical Studies in the Use of Myanesin 

E. B. SCHLESINGER, A. L. Drew, and B. Woop. Ameri- 
can Journal of Medicine [Amer. J. Med.] 4, 365-372, 
March, 1948. 11 refs. 


The authors, acknowledging the original observations 
of Berger and Bradley (Lancet, 1947, 1, 97), have further 
investigated the properties of ‘‘ myanesin”. They claim 
that a 2% solution of the drug in normal saline has 
numerous advantages over the 10% solution in propylene 
glycol and alcohol used in previous work. The only 
disadvantage of the former lies in its bulk, and for this 
reason the solution is administered by slow intravenous 
drip, the rate being adjusted by noting the appearance in 
the patient of horizontal, rotary, and then true vertical 
nystagmus as plasma concentration rises. — 

In a large series of patients 50 to 150 ml. of the 2% 
solution was given with a wide margin of safety. No 
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respiratory depression was noted; there were no cardiac 
effects and no drastic fall in blood pressure. Phlebitis 
did not occur although the same vessels were repeatedly 
used for injection. On the other hand, incoordina- 
tion, lassitude, and blurring of vision often retarded 
resumption of normal activity for a little time after 
administration of the drug. The chief sites of action 
seem to lie in the spinal cord and brain stem, but at certain 
concentrations the drug has a hypnotic effect and at 
others it is an effective local analgesic. Its efficiency in 
ameliorating involuntary movement, rigidity, spasticity, 
and Parkinsonian tremor is of higher order than that of 
curare. At high concentrations, the drug has a quinidine- 
like action and may produce haemolysis, but the margin 
of safety is comparatively wide. 

In acute “ low-back ”’ pain, myanesin instantaneously 
relieved acute muscle spasm. In patients with acute 
anterior poliomyelitis reduction of muscle spasm did not 
relieve the pain or increase the range of limb movement, 
rather suggesting that pain here is due to stretching of 
spinal elements and that muscle spasm represents a 
protective splinting. The drug is simple and not costly 
to make, and efficient methods of determining blood 
concentrations are known. Unfortunately, the evan- 


‘escent nature of its effects maxes it more of a laboratory 


tool than a therapeutic agent, but it may be of some 
clinical value for the treatment of reversible muscle 
spasm, and as an did in manipulation of painful contrac- 
tures and dislocations and in the proper evaluation of 
muscle deformity and contractures. T. Semple 


1235. Pharmacological Properties of a New Antihist- 
aminic, 2-Methyl-9-Phenyl-2,3,4,9-Tetrahydro-1-Pyridin- 
dene (Thephorin) and Derivatives 

G. LEHMANN. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.) 92, 249-259, March, 1948. 
4 figs., 19 refs. 


“ Thephorin ” is the most potent of a series of pyridin- 
dene derivatives, having the formula 


( 


It is thus unrelated to the ethylenediamine derivatives 
like “benadryl”, pyribenzamine”, and neo- 
antergan”’. Two compounds similar to thephorin but 
with different numbers of double bonds in their molecules 
were also tested and the actions of all 3 compared with 
those of benadryl and pyribenzamine. Thephorin pro- 
tects guinea-pigs against death due to histamine spray, 
the relative potencies of thephorin, benadryl, and pyri- 
benzamine being 1, 4, and >2. A 5-mg. dose of the- 
Phorin per kg. protects guinea-pigs from 15 times the 
MLD of histamine given intracardially, similar doses of 
benadryl and pyribenzamine protecting against 7 and 

M—2A 


30 MLD of histamine. The linear relation between the 
dose of thephorin and the dose of histamine required to 
cause death on intracardiac injection into guinea-pigs 
supports the view that the antihistamine substances act 
by competing with histamine. Thephorin also protects 
guinea-pigs from anaphylactic shock due to egg-white 
and protects cats from bronchoconstriction due to 
histamine. In tests on isolated guinea-pig intestine, 
thephorin and benadryl were equally effective antagonists 
to acetylcholine but the relative potencies against hist- 
amine were 1, 4, and 3 for thephorin, benadryl, and 
pyribenzamine. Thephorin was less easy to wash out of 
the tissue than was benadryl. The effects of barium on 
the intestine and of adrenaline on isolated rabbit uterus 
were antagonized by thephorin, which also had a more 
prolonged local analgesic action than procaine. Acute 
toxicity of thephorin is about equal to that of benadryl 
but greater than that of pyribenzamine. No chronic 
toxic effects were observed in dogs (30 mg. per kg. daily) 
and rats (50 mg. per kg.) after 8 months’ treatment with 
thephorin. Derek R. Wood 


1236. Investigations on the Action of Antihistamine Drugs 
on Capillary Resistance in Man. (Recherches sur I’action 
des antihistaminiques de synthése sur la résistance capil- 
laire chez homme) 

B. N. HALPERN and J. P. LausscHEerR. Semaine des 
Ho6pitaux de Paris [Sem. Hép. Paris] 24, 667-671, March 
18, 1948. 19 refs. 


The authors have studied the action of antihistamine 
drugs on capillary resistance, using a Lavollay capillary 
dynamometer [not described in detail]. Six unselected 
patients received “‘ antergan’’, 6 unselected persons 
received neoantergan”’’ (“ anthisan”), and 6 non- 
allergic persons and 12 allergic patients received ‘* 3277 
R.P.”” The capillary resistance was measured 30 to 
50 minutes after intake of the drug. A rise in capillary 
resistance was occasionally observed. This rise was not 
related to clinical improvement. In individuals of the 
allergic group the rise in capillary resistance was more 
frequent than in non-allergic subjects. No reason was 
found for this difference. Kate Maunsell 


1237. Acute and Chronic Toxicity of an Aliphatic Amine, 
Methylamino-iso-octene (Octin) 

R. P. WALTON, C. B. PREACHER, and W. M. CANNON. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.) 92, 214-225, March, 1948. 4 figs., 
29 refs. 


In view of its prolonged administration in the treat- 
ment of migraine, the toxicity of * octin ’’ (methylamino- 
iso-octene) has been studied. This substance is a 
spasmolytic, a vasoconstrictor, and a cardiovascular 
stimulant. Figures for acute intravenous and sub- 
cutaneous toxicity were obtained in mice, rabbits, and 
dogs, and for acute oral toxicity in dogs. Excitation 
similar to that due to cocaine was noted after giving 
octin, especially in dogs. Muscular spasms were 
prominent in animals receiving a fatal dose. Artificial 
respiration did not prolong survival time. Vomiting, 
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which occurred in some dogs, was probably due to a 
central effect. Mice and rabbits were more sensitive 
than dogs to intravenous injection of octin, but less 
sensitive than dogs to subcutaneous injection. It is 
suggested that effects on the central nervous system 
were responsible for death after subcutaneous injection 
and that species with a more highly developed nervous 
system were therefore more sensitive. Death after 
intravenous injection was probably due to cardiac 
depression. This cardiac depression was observed 
consistently in the isolated rabbit heart and, with large 
doses, in the “ open-chest’’ dog. Smaller doses may 
elicit a biphasic response, stimulation being followed by 
depression of both blood pressure and contractility of the 
heart. Intramuscular doses of 15 mg. per kg. caused only 
stimulation. The response to the clinically recommended 
dose of 1-5 to 3 mg. per kg. (subcutaneously or intra- 
muscularly) may be expected to be a mild hypertension. 
No significant effects were noted after prolonged ad- 
ministration of octin to mice (40 mg. per kg. daily in 
drinking water), dogs (4 mg. per kg. subcutaneously, or 
60 mg. per kg. in capsules), and roosters (20 mg. per kg. 
intramuscularly). Doses used caused slight excitation 
in dogs and roosters. There was no evidence of gan- 
grene of the mouse tail or rooster comb. Ergotamine 
did cause gangrene of the comb-tips. Renal lesions 
observed in dogs were considered to be non-specific, being 
similar to those found in ordinary kennel dogs without 
medication. Thus the acute toxic effects are more 
likely than the chronic effects to limit administration of 
octin. Derek R. Wood 


1238. The Use of Furmethide (Furfuryltrimethyl- 
ammonium Iodide) for Paralysis of the Bladder from 
Poliomyelitis d 

R. B. Lawson. Southern Medical Journal [Sth. med. J.] 
41, 251-255, March, 1948. 7 refs. 


Bladder disturbance is said to occur in 10 to 20% of 
cases of poliomyelitis. The symptoms commonly con- 
sist of difficulty in emptying with resultant distension of 


the bladder, or there may be overflow incontinence, _ 


dribbling, frequency, or dysuria. Lack of bladder tone 
due to paralysis of the detrusor muscle is described, while 
in some cases there is a sympathetic paralysis of the 
internal sphincter. Cystometrographic studies have 
shown an absence of contractions with increasing pres- 
sure. Catheterization, with risk of infection, is to be 
discouraged, and the use of neostigmine, physostigmine, 
and mecholyl is unsatisfactory. ‘* Furmethide” is a 
parasympatheticomimetic drug with less effect on the 
cardiovascular system than mecholyl and less effect on 
the gastro-intestinal tract than carbachol or neostigmine, 
but with more effect on the bladder than any of these 
drugs. 

In a series of 30 cases of poliomyelitis with difficulty 
in urination, good results were obtained with furmethide 
in 21, with almost immediate emptying of the bladder. 
Seventeen patients were given the drug by subcutaneous 
injection only; 2 received an injection and then tablets 
by mouth, and 2 were given tablets by mouth alone. 
Poor results were obtained in 9 cases. Four of these 


patients received too smali a dose. Other effects from 
parasympathetic stimulation include flushing, sweating, 
sensation of cold, increased salivation and lacrimation, 
vomiting, and lowering of blood pressure. Atropine is 
an efficient antidote for these symptoms. The oral dose 
suggested is 5 to 20 mg., and the subcutaneous dose 
varies from 1-25 mg. in a small child to a maximum of 
5 to 7 mg. for an adult. Geoffrey McComas 


1239. The Vasopressor Activity of Some New Orally 
Active Sympathomimetic Amines 

O. H. SteGMunp, V. L. Nasu, and H. R. Grancer. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 92, 207-213, March, 1948. 2 figs., 9 refs. 


Search continues for a long-lasting pressor substance 
without secondary actions such as stimulation of the 
central nervous system. The compounds here studied 
were 1-(m-hydroxyphenyl)-2-aminopropanol (O-4,2), 1- 
(p-hydroxycyclohexyl)-2-aminopropane (O-4,345) and 
its N-methyl homologue (O-4,350), and the two optical 
isomers of  1-cyclohexyl-2-methylaminopropane (O- 
4,1171 and O-4,1172). Pressor activity was measured’ 
after intravenous and duodenal administration in 
anaesthetized dogs and after administration by stomach 


- tube in non-anaesthetized dogs. Central stimulant action 


and acute toxicity were also estimated. ‘* Propadrine” 
and amphetamine were used as reference substances for 
the pressor and central actions. Given intravenously to 
anaesthetized dogs, the cyclohexyl compounds had one- 
sixth to two-thirds of the pressor activity of the phenyl 
compounds, but the difference was less marked after oral 
administration to non-anaesthetized dogs. The cyclo- 
hexyl compounds, especially those with a hydroxyl 
group on the ring (O-4,2, O-4,345, and O-4,350), caused 
minimal stimulation of the central nervous system. 
Thus although saturation of the ring reduces the vaso- 
pressor potency it also minimizes the stimulant action on 
the central nervous system, and. compounds O-4,345 
and O-4,350 cause no stimulation in doses having marked 
vasopressor activity. Derek R. Wood 


1240. Clinical Observations with Decapryn: A New 
Antihistaminic Compound 

J. M. SHELDON, K. E. WELLER, R.’‘R. HALEy, and J. M. 
FuLton. University Hospital Bulletin, Ann Arbor 
[Univ. Hosp. Bull., Ann Arbor] 14, 13-15, Feb., 1948. 
43 refs. 


*“Decapryn”’ is dimethylaminoethoxymethylbenzyl- 
pyridine succinate, related chemically to many other 
antihistamine substances. It has been used in treatment 
of allergic disease, with no evidence of toxic effects on 
liver, kidney, or vascular system. Adequate observa- 
tions on its effectiveness in the treatment of hay fever, 
asthma, serum sickness, and urticaria have been made in 
98 patients receiving from 12-5 to 200 mg. decapryn 1 to4 
times daily for up to 42 days. Of the 55 patients with 
hay fever, 54 had rhinorrhoea and 43 of these (80%) 
obtained more than ‘50% benefit” from the use of 
decapryn. Sneezing, nasal obstruction, nasal itching, 
and fatigue were relieved in 75, 70, 87, and 61% of those 
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so afflicted. Only 14 and 13 of the 26 patients with 
bronchial asthma were relieved of wheezing and tightness 
in the chest respectively, but 6 of 9 with sputum and 4 of 
5 with cough obtained satisfactory relief. Fifty-six 
patients complained of drowsiness and the drug had to 
be stopped in 7 cases because of this. Comparison of 
these results with those obtained by other workers with 
“benadryl” and pyribenzamine” suggests that 
decapryn is as effective as the other two. It is claimed 
that the effect of a single dose of decapryn may persist for 
up to 24 hours. 

[The only advantage claimed for degapryn is that its 
effect may be of longer duration than that of benadryl or 
pyribenzamine. ] Derek R. Wood 


1241. Prevention of the Anti-curare Action of Epine- 
phrine by Dibenamine 
W. O. Mappock, V. M. RANKIN, and W. B. YOUMANS. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 151-153, Feb., 
1948. 2 figs., 3 refs. 


Seven dogs were used to obtain records of isometric 
contractions of the tibialis anticus muscle stimulated by 
single shocks of supramaximal strength applied every 
2 seconds by means of an electronic stimulator. Intra- 
arterial injection of adrenaline (10 yg.) after partial 
curarization caused an immediate marked increase in 
the amplitude of muscular contraction. The mechanism 
of this action appears to be rather obscure. After 
administration of dibenamine” (N,N-dibenzyl-f- 
chloroethylamine), 35 mg. per kg. intravenously, and 
subsequent partial curarization, 20 wg. and 2 mg. of 
adrenaline had no anti-curare action. Isotonic potassium 
chloride solution (1-15%) administered intra-arterially 
after partial curarization produced an immediate 
increase in amplitude of contraction, both before and 
after dibenamine. G. B. West 


1242. Effect of Dibenamine on Blood Pressure in Normo- 
tensive and Hypertensive Subjects 

H. Hammovici and H. E. Mepinets. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 163-166, Feb., 1948. 1 fig., 
14 refs. 


“Dibenamine” (N,N-dibenzyl-8-chloroethylamine) 
hydrochloride was administered intravenously in a 
dose of 5 mg. per. kilo body weight to groups of subjects 
with normal and raised blood pressure. Reduction of 
resting arterial blood pressure to normal or subnormal 
levels was observed in benign or moderately advanced 
essential hypertension, but not in the malignant phase. 
Orthostatic hypotension occurred in both normal and 


. hypertensive subjects. The depressor effect started at 


the end of the infusion and lasted for 24 to 72 hours. 
All secondary reactions were transient, and major secon- 
dary reactions occurred only in a few instances. 

[It is essential to administer the dibenamine very slowly 
by the intravenous route. In this report, the drug was 
given over a total period of 60 to 75 minutes.] 

G. B. West 


CHEMOTHERAPY 


1243. Studies on the Therapeutic Properties of Conessine 
(Holarrhene). (Recherches sur les propriétés théra- 
peutiques de la conessine) 

C. Durigux, J. TRENous, F. TANGUy, CH. RosIN, and 
A. Raoutt. Médécine Tropicale [Méd. trop.] 8, 7-31, 
Jan.—Feb., 1948. 2 figs., 8 refs. 


Conessine is an alkaloid obtained from the bark of a 
root gathered in the neighbourhood of Dakar, Senegal. 
Analysis showed a composition identical with that of the 
bark of Holarrhena antidysenterica, well known in India 
as “kurchi”’. In 1940, when quinine was difficult to 
obtain in French West Africa it was decided to try the 
effect of conessine in malaria. After careful observation 
it was concluded that conessine was unsuitable for the 
treatment of malaria. In 1941 and 1942 the drug was 
used to treat amoebic dysentery. Three or 4 cachets of 
0-1 g. of conessine hydrochloride were given daily for 
6 to 8 days up to a total of 2-4 g. The results were 
encouraging. Unfortunately owing to technical diffi- 
culties further trial had to be postponed until 1947. A 
dozen cases, European and African, were treated in this 
first series. The authors note that English workers have 
recorded unsatisfactory results with this drug, and it is 
suggested that these contradictory findings may be due 
to variation in its composition. 

In 1947, they treated 12 patients with amoebic dysen- 
tery, 6 Africans and 6 Europeans (one of the latter being 
a child of 34 years). In every case amoebae and/or 
cysts had been found in the stools, and in 4 cases previous 
treatment had been given without cure. Three cases 
were of acute and 9 of chronic dysentery; in one of the 
latter there was acute pre-suppurative hepatitis, while in 
5 other instances the liver was enlarged and tender on 
palpation. Tertian malaria was present in 1 and 
subtertian in 2 instances. All responded well to cones- 
sine, but inf 1 case the period of observation was too 
short for cure to be certain. Conessine is given in 
cachets of 0-1 g. (of hydrochloride) to adults and of 
0-02 g. to children. An average amount for adults 
is 0-5 g. daily, divided into 5 doses, or approximately 
0-01 g. per kilo body weight. This dose is given for 
5 or 6 days and then diminished for the last 2 or 3 days 
of treatment. A total amount of 5 to 5-5 g. should not 
be exceeded, but in Europeans such dosage is only 
exceptionally tolerated, and in certain cases two succes- 
sive courses of 2 to 2-5 g., separated by a few days’ 
interval, are recommended. 


There is striking relief of symptoms in both acute and © 


chronic cases, while abdominal tenderness on palpation 
rapidly disappears. The stools soon return to normal. 
Radiography and sigmoidoscopy were not carried out. 
The liver diminished in size, and in 7 cases there was 
complete disappearance of amoebae and cysts during 
treatment and after provocative administration of sodium 
sulphate. In the remaining cases cysts and degenerated 
amoebae persisted, although in one instance a course of 
2:5 g. acetarsol caused their complete disappearance. 
Action on the associated parasites was variable, there 
being no effect on ankylostomiasis, lambliasis, or vesical 
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schistosomiasis; Trichomonas intestinalis disappeared in 
a few days. No effect was noted on malarial parasites. 
No serious toxic effects were observed, and there was no 
alteration in the pulse rate or cardiac rhythm. Two 
Europeans complained of salivation and heartburn, but 
generally the gastric tolerance was good. In Europeans 
insomnia increased during treatment. Fine tremors, 
resembling those of hyperthyroidism, were seen in most 
cases and persisted for some days after stoppage of 
treatment, while vertigo, accompanied sometimes by 
tinnitus, was present in half the cases. 

[This is an interesting paper, but further observations 
including sigmoidoscopy and a follow-up study of cases 
are needed.] C. F. Shelton 


1244. ‘Effect of Acidosis and Anoxia on the Concentration 
of Quinacrine and Chloroquine in Blood - 
J. W. Jawter, C. G. ZuBprop, M. RoOseNnFELD, and J. A. 
SHANNON. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.| 92, 345-351, March, 1948. 
11 refs. 


A sevenfold variation in plasma concentration is found 
in human subjects receiving the same doses of quinacrine 
(mepacrine, B.P.), and the administration of acids and 
alkalis affects the urinary excretion. In the present work 
an attempt to discover the mechanism underlying these 
observations has been made by the study of the distribu- 
tion of mepacrine and chloroquine in the tissues and 
plasma of dogs during acidosis and anoxia. 

The dogs were given oral doses of drug daily for 2 to 
18 days. They were then anaesthetized with sodium 
phenobarbitone intraperitoneally or intravenously, and 
after 1 hour samples of arterial blood were taken. Con- 
centrations of drug were determined in oxalated whole 
blood, red cells, and plasma by the fluorimetric methods 
described by Brodie and Udenfriend (J. biol. Chem., 
1943, 151, 299; 1947, 168, 319); oxygen and carbon 
dioxide contents of blood withdrawn under oil from the 
femoral artery were estimated by van Slyke’s mano- 
metric methods. The pH of whole blood was determined 
in a syringe-type glass electrode at 38°C. Carbon 
dioxide 10% with oxygen 90° was then administered 
through a tracheal cannula from a closed-circuit system 
for a period of 2 hours, the carbon dioxide content of the 
plasma being raised from 45 to about 70 volumes % and 
the pH being lowered from 7-4 to 6-9. After a period 
of recovery in air, the dogs were made to rebreathe air 
from a spirometer in series with a soda-lime absorber, so 
that a gradually increasing anoxia was produced. At 
every stage, further blood samples were taken for 
analysis. Ten dogs were treated with mepacrine and 2 
with chloroquine; the results with both drugs were of the 
same type. 

In 2 dogs, muscle samples were homogenized in N/20 
hydrochloric acid, and the drug content was determined. 
There was no detectable change in tissue concentration at 
any stage in the experiment. The amount of drug present 
in the plasma and red cells is very much lower than that in 
the tissues; in whole blood, three-quarters of the drug 
present is found in the leucocytes. During the period of 
acidosis the concentration in the red cells and plasma 


increased significantly after 12 minutes, and after 100 
minutes was about twice the initial concentration, 
The rise in concentration in whole blood was only aboy 
25%, Showing that no appreciable change occurred in the 
leucocyte concentration. The same relative increase 
during acidosis was observed both for mepacrine and for 
its metabolic products, which may be separated from the 
extract of plasma by washing with alkali. Anoxia haq 
little effect upon the plasma concentration of drug, byt 
when accompanied by acidosis due to accumulation of 
carbon dioxide, it caused an increase in concentration jn 
step with the fall in pH. 

The authors conclude that the rise in concentration jn 
plasma and red cells is a result of a redistribution of the 
drug between tissues and plasma. They calculate that 
the change in pH produced by the carbon dioxide would 
reduce the amount of free mepacrine base in the plasma 
about eightfold. It might be expected that a compensa- 
tory transfer of drug from tissue to plasma would then 
occur to restore the equilibrium. However, there are 
many other variables which make it impossible to 
describe the system by a simple expression. The lack of 
effect of anoxia makes it unlikely that the high tissue 
concentration of drug is maintained by a metabolic 
process. L. G. Goodwin 


1245. Chemotherapeutic Studies of 4-Amino-4-Propyl- 
amino-Diphenylsulfone Alone and in Combination with 
Sulfadiazine in Experimental Pneumococcus Infection 

J. M. JUNGe and M. I. Situ. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] , 
352-361, March, 1948. 18 refs. 


4-Amino-4’-n-propylaminodiphenylsulphone, prepared 
by alkylation of the parent 4, 4’-diaminodiphenyl- 
sulphone, has chemotherapeutic activity against experi- 
mental tuberculosis in guinea-pigs equal to that of 
promin and is less toxic. In this paper it is shown that in 
mice no toxic effects are produced by single oral doses of 
10 g. per kilo, or by twice-daily doses totalling 6 g. per 
kilo, given orally or subcutaneously in a period of 4 days. 
One fortieth of this amount of the parent sulphone 
caused toxic symptoms. The aminopropyl derivative 
is sparingly soluble in water, and estimations of the blood 
levels produced in mice after the oral administration ofa 
suspension in 10% gum acacia showed that the maximum 
concentration attained was about 5 to 6-9 mg. per 100 ml. 
even if very large doses were given. This is less than the 
level attained by toxic doses of the parent sulphone, so 
that the apparent lower toxicity of the aminopropyl 
compound is the result of its lower rate of absorption, 
which is insufficient to produce toxic blood concentra 
tions in normal mice. The maximum concentration was 
reached 1 hour after administration, and no drug could 


be detected after 48 hours. Subcutaneous injection it | 


oil gave slightly lower blood concentrations, which were 
maintained for a longer time. 

The activity of the drug was tested in mice infected by 
intraperitoneal injection of a 6-hour broth culture of @ 
Type I pneumococcus, which killed all but one of 405 
control animals in less than 5 days. Treatment was 
begun immediately after infection and doses were givel 
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twice daily for 4 days. A total of 2 to 4 g. per kilo given 
orally caused 30 to 40% of the mice to survive for 15 days; 
subcutaneous doses were more effective, 1 to 2 g. per kilo 
protecting 48 to 67%. Five or 6 dose levels were used, 
with groups of from 13 to 71 mice in each. The parent 
sulphone in doses of | g. per kilo protected 92% when 
given orally, and 87% when given subcutaneously, but 
toxic symptoms were shown at this level. Sulphadiazine 
had activity approximately equal to that of the amino- 
propyl compound in the same doses, but was well 
tolerated in larger doses (6 g. per kilo) and then protected 
60 to 68% of mice. This dose of the aminopropyl 
compound, although tolerated by normal mice, was 
found to be toxic to infected mice. When a dose of 
0:25 g. per kilo of the drug was administered together 
with 0-25 g. per kilo of sulphadiazine, a greater protec- 
tion was afforded than by 0-25 g. per kilo of either drug 
alone. However, when 0-5 g. per kilo of either drug 
alone was given, almost as good an effect was obtained 
as with the combination of 0-25 g. per kilo of each. No 
significant degree of potentiation of effect therefore 
occurs. L. G. Goodwin 


PENICILLIN 


1246. Comparative Effectiveness of Two Penicillin 
Treatment Schedules in Pneumococcal Infections of Mice 
C. D. Gipson. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 
67, 278-280, March, 1948. 7 refs. 


The effect of lengthening the interval between doses 
from 3 to 12 hours with the same total daily dose of 
penicillin: was investigated at Columbia University in 
mice injected intraperitoneally with 1,000 LD 50 doses of 
aType I pneumococcus. The total daily dose of sodium 
penicillin G ranged from 20 to 140 units, and administra- 
tion began by subcutaneous injection in saline 2 hours 
after infection. Groups of 10 mice received one eighth 
of the daily dose every 3 hours, while a similar number of 
groups were given half the daily dose every 12 hours. 
Ten untreated mice served as controls, while groups of 
5 mice received a single injection of 10 to 70 units as an 
additional control on the effect of the large initial dose 


. inthose treated 12-hourly. Groups of 5 mice were given 


a single dose of 100, 200, or 1,000 units to determine the 
effect of a single massive dose. Treatment lasted for 
4 days, after which the mice were observed for 14 days. 
The 100°% curative daily dose and the PD 50 daily dose 
were the same whether the interval between doses was 
3or 12 hours. A 100% cure was produced by a single 
dose of 1,000 units. J. E. M. Whitehead 


1247, Therapeutic Effectiveness of Single and Divided 
Doses of Penicillin in a Streptococcal Infection in Mice 
H. J. Wire, M. J. BAKER, and E. R. JACKSON. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 67, 199-203, Feb., 
1948. 1 fig., 9 refs. 


In a study of streptococcal infections in mice, the 
authors, working in the laboratories of the chemotherapy 


division of the American Cyanamid Company, show that 
subcutaneous administration of penicillin is more 
efficient than oral administration, about 5 times as 
much penicillin G and 8 times as much penicillin X 
being required for oral dosage. In clinical use the choice 
rests upon such factors as relative cost and convenience 
for the patient. Results with penicillin X in single and 
divided doses indicate that the total amount could be 
given in | or 2 doses a day instead of 4 or 8 doses without 
any significant loss of protection. 

The results are examined statistically and there is a 
useful bibliography. Malcolm Woodbine 


1248. Anti-penicillin Action of Sodium Nucleinate. 
Comparison of its Speed of Action with those of Known 
Anti-sulphonamides and Anti-penicillins. (Action anti- 
pénicilline du nucléinate de soude et comparaison de sa 
vitesse d’action avec celles des anti-sulfamides et anti- 
pénicillines connus) 

M. FaGuet. Annales de l'Institut Pasteur [Ann. Inst. 
Pasteur] 74, 75-79, Jan., 1948. 3 figs., 12 refs. 


Sodium nucleinate shows some slight capacity to 
prevent the action of penicillin on susceptible Staphy- 
lococcus aureus grown in peptone water with glucose. 
Cultures of this organism grown with penicillin and 
sodium nucleinate show a 6- to 8-hour latent period, as 
compared with a 2-hour latent period for cultures grown 
with penicillin and penicillinase, and no latent period for 
cultures of Bacterium coli grown with sulphanilamide and 
p-aminobenzoic acid. C. L. Oakley 


1249. Meningeal Irritation Caused by Intrathecal Ad- 
ministration of Penicillin. (Podraznienie opon wywotane 
przez peniciline podawana do kanalu kregowego) 

A. DowzeNko and H. HAusMANowA. Polski Tygodnik 
Lekarski [Polsk. Tyg. lek.] 3, 240-241, Feb. 23, 1948. 
3 refs. 


This is a report of 3 cases in which meningeal signs 


occurred after intrathecal administration of penicillin. - 


In a case of aseptic benign meningitis 20,000 units of 
penicillin given intrathecally produced a severe meningeal 
reaction with a rise in temperature, high pleocytosis, and 
increase of protein in the cerebrospinal fluid. There was 
spontaneous remission after a fortnight. In-the second 
case a patient with a serologically positive syphilis 
showed signs of double vision, disturbances of speech, 
and difficulty in swallowing. Intralumbar injection of 
penicillin led to a severe meningeal irritation. The 
further course of the illness did not confirm the diagnosis 
of neurosyphilis, as carcinomatous metastases were 
found at the base of the brain. In the third case tabes 
dorsalis and optic atrophy were diagnosed. Administra- 
tion of penicillin did not exceed 20,000 units each time, 
and although the clinical signs of meningismus were not 
very pronounced repeated examination of the cerebro- 
spinal fluid revealed that marked pleocytosis followed 
each injection of penicillin. 

The authors add a warning against unwarranted use 
of penicillin intrathecally. J. T. Leyberg 
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1250. Penicillinase. Methods of Production and Study 
of its Activity. (La pénicillinase. Conditions de 
production—Ftude de I’activité) 

F. GRUMBACH, B. SUREAU, and F. Boyer. Annales de 
l'Institut Pasteur [Ann. Inst. Pasteur] 74, 12-18, Jan., 
1948. 4 figs. 


The yield of penicillinase per ml. of culture fluid of 
growths of Bacillus subtilis is increased by addition of 
glucose (0-2%) to the broth used, by increasing the 
volume and relative surface of the medium, and by col- 
lection at the optimum time; for 50-ml. quantities grown 
in flasks on broth at 37° C. this is 5 days. Filtration 
through candles causes slight loss of penicillinase by 
adsorption; the authors, however, prefer candle filtration 
to Seitz filtration, though the latter method leads to 
smaller losses, as sterilization of the filtrates is more 
certain. 

A method of titration of penicillinase with constant 
volumes of culture filtrate and varying amounts of 


penicillin is advocated, and evidence is adduced to show - 


that penicillinase activity is enzymatic rather than 
chemical. C. L. Oakley 


OTHER ANTIBIOTICS 


1251. The Bacteriostatic Action of Sodium para-Amino 
benzoate. (Les propriétés bactériostatiques du para- 
aminobenzoate de sodium) 

R. Lecog and J. Sotomipts. Comptes Rendus Hebdo- 
madaires des Séances de I’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 226, 846-848, March 8, 1948. 5 refs. 


p-Aminobenzoic acid is capable of increasing the 
action of penicillin and streptomycin on Bacterium coli 
and of penicillin on tubercle bacilli; it also has a bacterio- 
static action on Salmonella typhi. This action is shown 
to be limited to certain Gram-negative bacilli, Shigella, 
and cholera vibrios and to the tubercle bacillus which are 
inhibited in a dilution of 1 in 1,000. Gram-positive cocci 
and bacilli are unaffected but some fungi such as 
Actinomyces griseus are inhibited. Aspergillus niger is 
not affected. G. M. Findlay 


1252. An Actinomyces with Remarkable Bacteriolytic 
Properties. (Sur un actinomycéte doué de propriétés 
bactériolytiques remarquables) 

H. Darpoux and A. Fatvre-Amiot. Comptes Rendus 
Hebdomadaires des Séances de ! Académie des Sciences 
[C.R. Acad. Sci., Paris] 226, 1146-1148, April 5, 1948. 


A streptomyces, termed 105, is said to produce an 
antibiotic, or possibly a mixture of antibiotics, which is 
distinct from streptomycin. The antibiotic is active in 
vitro against several animal pathogens such as Bacterium 
coli and Staphylococcus aureus as well as against Bacillus 
subtilis and a number of plant pathogens such as Phyto- 
monas tabaci, P. campestris, and P. Mori. Wild fire, a 
disease of tobacco due to P. tabaci, can be prevented by 
treating infected tobacco plants with the antibiotic 
derived from streptomyces 105. G. M. Findlay 


1253. Synthetic Pentapeptides Related to G 
J. I. Harris and T. S. Work. Nature [Nature, Lond} 
161, 804-805, May 22, 1948. 9 refs. 


There is evidence that the Russian gramicidin “§” 
is a cyclic peptide of five amino-acids linked through their 
a-amino and carboxyl groups. The five amino-acids are 
l-ornithine, /-proline, /-valine, /-leucine and the unnatural 
d-phenylalanine. To throw light on the antibiotic 
working of this compound two pentapeptides with 
phenylalanine present in both its optically active forms 
have been synthesised; this synthesis involved the 
production of two optically isomeric tripeptide hydro. 
chlorides. These were equally active in concentrations of 
1-2 mg. per ml. against Staphylococcus aureus, Strepto- 
coccus haemolyticus, and Bact. coli. The two penta- 
peptides were also equally active. These results support 
the view that the gramicidin antibiotics are active not 
because they contain d-amino-acids but in virtue of their 
specific structure of which the d-amino-acids are an 
integral part. G. M. Findlay 


1254. Effect of Glucose, Peptone, and Salts on Strepto- 
mycin Activity 

S. R. GreeN and S. A. WAKSMAN. Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N. Y.] 67, 281-285, March, 1948. © 11 refs, 


A study was made of the effect of pH, glucose, peptone, 
and salt on the antibacterial activity of streptomycin, 
Bacterium coli ATTC 9637 being used as test organism. 
A 24-hour growth on nutrient agar was washed off with 
sterile water, centrifuged, and re-suspended in water to an 
opacity such that inoculation of 0-1 ml. into 4-9 ml. of the 
basal medium (0-3% meat extract, 0-5°% peptone) yielded 
a count of approximately 40 million organisms per ml. 
The initial pH of the medium was 6-8 and growth was 
read turbidimetrically after 24 hours at 28° C. 

The presence of 0-5 to 0-025% glucose resulted ina 
final pH of 4-7 to 6:5 and allowed normal growth of 
Bact. coli in the presence of 10 zg. streptomycin per ml. 
Lower concentrations of glucose affected the final pH 
but little, and did not affect the inhibition of growth by 
streptomycin. The replacement of peptone by tryptone 
affected neither the pH nor the inhibition of growth, even 
in 2% glucose. Various commercial preparations of 
peptones and protein hydrolysates were substituted for 
peptone in 0-5% concentration in a medium containing 
1% glucose and 0-3°% meat extract. The final pH values 
were similar; with 3 of the preparations growth occurred 
in 10 zg. streptomycin per ml., while with 6 there was no 
growth. Two of the 3 preparations had a high salt 
content, compared with the remainder. The addition of 
0-5% sodium chloride to glucose media containing 4 
different sources of peptones produced in each case a 
good growth in the presence of 10 yg. streptomycin per 
ml. 

Cultures from tubes in which growth had occurred in 
the presence of streptomycin yielded no resistant strains, 
and the streptomycin content of such tubes was ul 
changed. The “salt phenomenon” held good for 


Bacillus subtilis and Proteus vulgaris, and for the use of 
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one-third molar concentrations of magnesium chloride, 
sodium nitrate, and sodium sulphate, and was not 
abolished by the addition of phosphate buffer or serum. 

Addition of 0-5% sodium chloride to agar increased, 
and of 3% sodium chloride decreased, the zone of inhibi- 
tion in cup plate assay. Salt added to the solution in the 
cups, however, appeared to increase the potency of 
streptomycin. The authors point out that the effect of 
salt is not upon streptomycin, but upon the medium. 

J. E. M. Whitehead 


1255. Streptomycin as an Essential Nutrilite 

G. RAKE. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 
249-253, Feb., 1948. 16 refs. 


Working in the Squibb Institute for Medical Research, 
New Jersey, U.S.A., and starting from the observation of 
Miller and Bohnhoff (Science, 1947, 105, 620) on the 
meningococcus variant requiring streptomycin as an 
essential metabolite for multiplication in vitro and in 
vivo (in the mouse), the author has confirmed these 


workers’ findings with 2 out of 3 strains of meningo- | 


cocci, but has not had such consistent results. With 
Bacterium coli, however, 3 out of 4 strains produced 
streptomycin-requiring mutants when grown on beef- 
heart-agar medium; in the case of | strain a pronounced 
tendency to back-mutation was apparent, although 
it was less than that of the meningococcus mutants. 
Two streptomycin-requiring mutants have also been 
produced on a synthetic medium (Cohen, J. biol. Chem., 
1947, 168, 511) used as a broth or an agar. The mutants 
are more stable when isolated from low concentrations 
of streptomycin and show optimal growth at 20 to 80 
units per ml. Using one of the B. coli mutants, the 
author has shown that streptomycin A, streptomycin B, 
dihydrostreptomycin A, N-acetyl-streptomycin A, and 
streptobiosamine hydrochloride are all active as essential 
metabolites, and that there is a close correlation between 
the relative stimulatory activities of these compounds and 
their antibacterial activity against the parent strain. 
Malcolm Woodbine 


1256. Effects of Organic Acids on Streptomycin Activity 
S. R. GREEN, W. P. Iverson, and S. A. WAKSMAN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 285-288, 
March, 1948. 7 refs. 


The effect was studied of certain organic acids, which 
may be formed as intermediary products in bacterial 
metabolism, upon the antibacterial activity of strepto- 
mycin, Bacterium coli ATTC 9637 (usually inhibited by 
1 xg. streptomycin per ml.) being used as test organism. 
The acids were neutralized, sterilized by filtration through 
Mandler candles, and added to the medium, the basis of 
which was 0-5% peptone and 0-3% meat extract, so as to 
produce a final concentration of 1%. 

Growth in the presence of 10 yg. streptomycin per ml. 
was rapid with pyruvic and fumaric acids, and moderate 
to slight with succinic, formic, maleic, and malonic acids. 
Lactose, glucose, glycerol, sodium glycerophosphate, and 


lactate did not inhibit streptomycin activity. To in- 
hibit growth in media containing 1% pyruvate or 
fumarate, 100 jg. streptomycin per ml. was required; 
with 3% concentration, 200 jg. streptomycin per ml. 
was required. Similar results were obtained when 
tryptone or casein hydrolysate was substituted for 
peptone, but when asparagine was the sole source of 
nitrogen slight growth occurred with maleic acid and a 
trace with pyruvic acid and fumaric acid. Addition of 
vitamin mixture” (vitamins B,, Bz, and Bg, and cal- 
cium pantothenate, folic acid, nicotinamide, p-amino- 
benzoic acid, and co-carboxylase) to asparagine-pyruvate 
broth did not affect the inhibition of growth by strepto- 
mycin, whereas addition of a yeast extract did. 

The neutralizing effect of pyruvate and fumarate on 
streptomycin was most marked with Proteus vulgaris and 
a second strain of Bact. coli and least with Aerobacter 
aerogenes and Staphylococcus aureus. The activity of 
streptomycin against Mycobacterium tuberculosis no. 607 
in low concentrations was inhibited by fumarate, but not 
in high concentrations of streptomycin, whereas pyruvate 
had no effect. J. E. M. Whitehead 


TOXICOLOGY 


1257. Protective Action of Vitamins C and P Against 
Dichlorophenarsine Hydrochloride (Clorarsen) 

F. J. Frienp and A. C. Ivy. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.] 67, 374-376, March, 1948. 8 refs. 


It is widely accepted that vitamin C exerts a protective 
action against the toxicity of arsenicals, while vitamin P 
hesperidin”’) increases capillary resistance in ery- 
thema and dermatitis due to arsenic and bismuth. The 
authors describe experiments in which adult female white 
mice received an intravenous injection of an LD 85 dose 
of dichlorophenarsine hydrochloride and were treated 
for 9 days before and 3 days after the arsenical injection 
with a mixture of hesperidin and ascorbic acid. Large 
groups of animals were employed in both the experi- 
mental and control groups. Significant protection was 
achieved with the vitamin therapy, and the authors 
conclude that patients should be provided with an 
abundant supply of vitamins P and C for several days 
before and during treatment with arsenicals. 

G. R. Cameron 


1258. Haemoglobin and Cytochrome C Metabolism in 
Experimental Lead Poisoning. (Zum Hamoglobin- 
und Cytochrom-c-Stoffwechsel bei der experimentellen 
Bleivergiftung) 

A. PRADER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 273-276, March 27, 
1948. 30 refs. 


Lead disturbs the formation of haemoglobin by 
interfering with the linking up of iron to the porphyrin 
ring. In experimental lead poisoning in the rabbit 
anaemia is associated with raised serum iron values and 
an increased excretion of porphyrin. Similar disturb- 
ances of porphyrin metabolism, and the failure of 
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haemoglobin formation from iron in both iron-deficiency 
and infective anaemias, led to the supposition that 
inadequate haemoglobin formation is also the result of 
deficient linking-up of iron in the formed porphyrin 
molecule. Cytochrome-C synthesis takes place in all 
living aerobic cells, quite independently of haemin 
formation in the bone marrow, and is not interfered with 
in lead poisoning. On the contrary, increase in cyto- 
chrome values in the tissues rather suggests a general 
increase in respiratory enzymes. This is not a feature 
peculiar to lead poisoning but is a general tissue reaction 
to inadequate oxygen supply. It is present in most 
anaemias as a compensatory mechanism for the partial 
deficiency in haemoglobin. Harold Jarvis 


1259. Poisoning by Sodium Chlorate. (L’intoxication 
par le chlorate de sodium) 

M. Dérot, L. Déropert, M. GirARD, T. DUPEYRON, 
and M. J. MENAGER. Semaine des Hoépitaux de Paris 
[Sem. Hép. Paris] 24, 719-730, March 26, 1948. 7 figs., 
2 refs. 


Observations on 9 cases of sodium chlorate poisoning 
seen by the authors, and 1 other, are described in full 
detail. This salt had been taken by the patients in 
mistake for ordinary table salt, or had been dispensed 
for them in error in place of sodium sulphate. The 
course of the poisoning varied from a fulminating one, 
fatal in 10 hours, to a mild one with recovery. The fatal 
dose is estimated at about 30 g. Nausea, vomiting, 
severe cyanosis, and collapse were the main immediate 
symptoms; oliguria and haemoglobinuria appeared in 
8 to 12 hours from ingestion; jaundice due to haemolysis 
appeared on the second day; death in coma occurred 
in the fatal cases in 8 to 48 hours. Differential diagnosis 
is from other types of haemolytic poisoning, such as by 
Clostridium perfringens infection, arsine, dinitrobenzene, 
aniline, and nitrites. Proof is obtained by a history of 
ingestion and/or by chemical tests for chlorates in the 
urine. Post-mortem examination revealed parenchy- 
matous degeneration of the liver and of the kidney, which 
contained much pigment in the tubules. The cyanosis is 
due to methaemoglobin, and the authors discuss at great 
length the biochemical reactions by which this is caused. 

H. K. Goadby 


1260. The Physiological Response of Animals to 2- 
Aminodiazine and 2-Amino-4-Methyl Pyrimidine 

J. F. TREON, H. WriGHT, K. V. KITZMILLER, and W. J. 
YOUNKER. Journal of Industrial Hygiene and Toxicology 
[J. industr. Hyg.) 30, 79-91, March, 1948. 8 figs., 5 refs. 


The +two substances, 2-aminodiazine and 2-amino-4- 
methyl pyrimidine, are intermediate compounds which, 
when made to react with acetyl sulphanilyl chloride, 
yield, on subsequent hydrolysis, the sulphonamides 
sulphadiazine and sulphamerazine. When 2-amino- 
diazine was administered intravenously to rabbits as a 
20% aqueous solution, the minimum lethal dose was 
found to lie between 0-5 and 0-8 g. per kg.; for oral ad- 
ministration to rabbits or guinea-pigs it was 0-42 to 
0-62 g. The corresponding dose of 2-amino-4-methyl 


pyrimidine for rabbits was 1:17 to 1-4 g. The lethal 
dose of 2-aminodiazine was 2-16 g. per kg. for rats, and 
of the pyrimidine compound, 1:88 g. per kg. The 
poisoned rabbits and rats breathed with difficulty and 
died in from 2 to 49 hours. No evidence of cumulative 
effect was obtained when 50 sublethal doses (0-08 g. 
per kg.) of the 2-aminodiazine or (0-127 g. per kg.) of 
the pyrimidine compound were administered at daily 
intervals on 6 days a week. 

Rabbits were found to survive repeated skin applica. 
tions of 2 g. of dry pulverized 2-aminodiazine or of 6 mi, 
of a 10% aqueous solution. Rabbits, guinea-pigs, and 
rats survived intermittent inhalation of the compound 
in the form of dust (0-26 mg. per litre of air) or of 
vapour in the concentration of 0-077 mg. per litre, 
When given orally the compound caused superficial 
corrosion of the gastric mucosa and irritation of the upper 
portion of the jejunum in rabbits, guinea-pigs, and rats, 
while the liver and spleen were severely damaged. When 
a single lethal oral dose of the pyrimidine compound 
was administered to rabbits and rats, varying degrees of 
gastro-intestinal injury, and acute changes in the heart 
and liver, developed. There was also pulmonary con- 
gestion, due to direct vascular injury, and pneumonia 
frequently supervened. The proportion of organic to 
total sulphates in the urine of rabbits increased after 
administration of a single oral dose. A similar result 
was ‘obtained with the 2-aminodiazine. In the manu- 
facture and handling of the two substances mentioned 
there does not seem to be an undue industrial risk. 

H. M. Vernon 


1261. The Physiological Response of Experimental 
Animals Following Absorption of 2-Aminothiazole 

W. B. DEICHMANN, K. V. KITZMILLER, F. F. HEYROTH, 
and S. WitHeruP. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 30, 71-78, March, 1948. 
2 figs., 7 refs. ‘ 


In the synthesis of sulphathiazole, 2-aminothiazole is 
used as an intermediate compound; the potential risks 
of contact with this compound and of its inhalation sug- 
gested the need for toxicological investigation. Tests 
were made on albino rabbits and on guinea-pigs, rats, 
and cats. The compound, suspended in milk or olive 
oil, was introduced into the stomach of rabbits and cats 
by means of a syringe and a rubber catheter. For a 
single dose the LD 50 ranged from 0-12 g. per kg. in 
guinea-pigs and cats to 0-48 g. per kg. in rats, with an 
intermediate figure for rabbits. An increased rate of 
respiration was observed, with bodily weakness, 
diminished blood pressure, and mild convulsions. 
Animals usually died after 8 to 18 hours. There was an 
irritative action on the mucous membranes of the 
stomach and upper jejunum, and parenchymal! lesions 
appeared in heart, liver, and kidneys. In the investiga- 
tions on cumulative action, each of 5 rabbits was given 
30 oral doses of 0-15 g. per kg., spread over a period of 
56 days. The urea-nitrogen level in the blood rose 
slowly, and the ratio of organic to total sulphates in the 
urine increased. The application of the dry compound 
to the skin of rabbits and guinea-pigs for 2 hours on 
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each of 30 days induced no signs of irritation of the 
skin. However, post-mortem examination disclosed the 

resence of microscopic lesions, proving the absorption 
of the powder. 

When 2 rabbits and 6 rats were subjected to the in- 
halation of air containing 0-2 mg. of the compound per 
litre for 7 hours a day on 43 days, they suffered no 
apparent ill effects. Of a group of 5 guinea-pigs exposed 
to air containing 0-025 mg. of the compound per litre 
for 7 hours a day on 42 days, 2 died (after 4 and 41 days 
respectively), but the others survived without apparent 
illness. These tests suggest that harm to industrial 
workers can be avoided if due care is taken to limit the 
dust content of the air. H. M. Vernon 


INDUSTRIAL TOXICOLOGY 


1262. Observations on Hydrazoic Acid 

J. D. P. GRAHAM, J. M. ROGAN, and D. G. ROBERTSON. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 30, 98-102, March, 1948. 2 figs., 10 refs. 


Hydrazoic acid (azoimide), HNs, is a weak acid. It is 
highly explosive, and is stated to be a severe proto- 
plasmic poison. The authors carried out a clinical 
investigation on 10 workmen, who had been exposed to 
hydrazoic acid fume for 1 to 15 years at a lead azide 
plant. Tests made in the area of maximum exposure 
showed the concentration of the hydrazoic acid to range 
from 0-3 to 3-9 parts per million. The men stated that 
they sometimes experienced headache, palpitations, and 
weakness, but quickly recovered on cessation of exposure. 
Blood-pressure readings showed that exposure to 
hydrazoic acid in the concentrations encountered caused 
a rapid and severe fall of systolic and diastolic blood 
pressures which might persist throughout the shift. 
Blood examinations revealed no definite abnormalities. 
Previous investigators found that hydrazoic acid is 
extremely toxic to lower animals. The authors made 
tests on mice, rats, guinea-pigs, and rabbits, and found 
that lethal doses, when administered by injection or 
inhalation, caused irritation of the mucous membranes 
and excessive salivation, stimulation of the central 
nervous system, and a profound fall of blood pressure. 
Sublethal doses caused marked stimulation of respira- 
tion, with generalized convulsions. In white mice the 
LD 50 was found to be 21 mg. per kilo for hydrazoic 
acid, and 18 mg. per kilo for sodium azide. 

H. M. Vernon 


1263. Pathogenesis of Cerebral Changes in Acute 
Carbon Monoxide Poisoning. (Sulla eziopatogenesi delle 
alterazioni dell’encefalo nella intossicazione acuta da 
ossido di carbonio) 
C. Ceresa. Medicina del Lavoro (Med. d. Lavoro] 39, 
19-22, Jan., 1948. 2 figs., 1 ref. 


The brains of two persons dying from carbon monoxide 
poisoning were examined. One had died after 26 days, 
and the other after 1 day. The latter was a child of 
5 who, with its mother, had been poisoned by coal gas. 
At the necropsy on the latter sections were taken from 
various parts of the brain and morbid changes were 


observed in the cortex and the bulb. Hyaline thrombi 
were seen in the capillaries and small veins; there was no 
perivascular exudation but the brain was oedematous. 
The oligodendron cells were swollen and rounded; the 
cytoplasm was transparent and the nucleus displaced 
towards the periphery, its processes being shortened or 
absent. These changes were easily recognized by the 
silver staining process of Schiiltzer-Orlandi. There were 
no appreciable changes in the neuroglia or in the nerve 
cells. The pathological changes in the vessels in the 
first case were similar, but the nerve cells had suffered 
considerably. The author did not observe the fatty 
degeneration of the endothelium or of the parietal 
layers described elsewhere. Nevertheless, in his first 
case the nerve cells had changed in shape from pyramidal 
to ovoidal, the outlines were blurred, the cytoplasm was 
reduced, and the Nissl bodies had disappeared or were 
at the extremity of the cells. The nucleus was vacuolated 
and had no nucleolus, with scanty chromatic substance 
and often a peripheral location. The neurofibrils were 
granular and the cylinder axes varicose and fragmented. 
The neuroglia was increased in quantity. The author 
considers that the vascular injury occurs first, and that 
the subsequent changes are due to this. G. C. Pether 


INSECTICIDES AND REPELLENTS 


1264. The Treatment of Head Lice with the MYL and 
DDT Louse Powders and the NBIN Emulsion 

G. W. Eppy. American Journal of Hygiene [Amer. J. 
Hyg.] 47, 29-32, Jan., 1948. 4 refs. 


The results are described of treating 1,036 individuals 
infested with head lice with one of three preparations 
commonly employed in the American Army during the 
late war. The formulae of these three preparations were 
as follows: ‘“* The MYL formula is composed of 0-2% 
of pyrethrins (from a 20% concentrate), 20% of N- 
isobutylundecylenamide (IN-930), 2-0% of 2,4-dinitro- 
anisole, and 0:25°% of phenol S (chiefly isopropyl cresols, 
by-product from thymol manufacture) in pyrophyllite. 
The DDT powder contains 10% of DDT in pyrophyllite. 
The NBIN emulsion is prepared from a concentrate 
containing 68% of benzyl benzoate, 14°% of * tween 80’ 
(polyoxyalkylene ether of sorbitan mono-oleate), 12% 
of benzocaine, and 6% of DDT. One part of the con- 
centrate is diluted with 5 parts of water before using.” 

** All the persons treated were infested with either lice 
or eggs. Before treatment only 20 of the 222 persons 
treated with the MYL powder were found to harbor 
lice; 63 of the 178 treated with the DDT powder had 
active forms present; and 171 of the 636 treated with the 
NBIN emulsion were found to be infested with lice. 
Probably, motile forms were present in many instances 
but were not detected. Upon examination 8 to 10 days 
later no live lice were found following the use of DDT or 
NBIN, but on 3 persons treated with MYL live lice were 
present. The MYL powder cannot be depended upon 
in all instances to give complete control in one applica- 
tion.” 

[The abstracter has found it difficult to evaluate the 
results as they are presented by the author. Thus, in 
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the case of patients treated with MYL powder, it is stated 
that they received a single treatment and that “* there was 
no evidence that the hair had been washed ”’ during the 
period intervening between the treatment and the 
inspection, but no information is given on these points 
as regards persons treated with DDT powder or NBIN 
emulsion. It will be noted that only 254 out of the 
1,036 patients had active lice, eggs alone being observed 
in the remaining 782 cases. In spite of this relative 
paucity of active forms, the author has based his estima- 
tion of the effectiveness of the treatment on the presence 
or absence of active lice, after so short a period as 8 to 


~ 10 (majority 9) days following treatment.] 


R. M. Gordon 


1265. The Treatment of Acute Poisoning Produced by 
Gamma Hexachlorocyclohexane 

B. McNamara and S. Krop. Journal of Pharmacology 
and Experimental Therapeutics Pharmacol.| 92, 147- 
152, Feb., 1948. 4 refs. 


The high toxicity of the y-isomer (“ gammexane ’’) 
of hexachlorocyc/ohexane and the anticipated widespread 
use of the substance as an insecticide present possible 
poisoning hazards. Suitable treatment is suggested 
by the authors’ findings that the marked hypertension 
and central stimulatory effects of gammexane do not 
occur in dogs given pentobarbital, and that gammexane 
action is also antagonized by other isomers of hexa- 
chlorocyclohexane. In addition, the structurally related 


i-inositol (hexahydroxycyc/ohexane), which is a growth ~ 


factor for certain yeast strains, is known selectively to 
antagonize the toxic effect of gammexane on certain 
yeast strains. Massive doses of i-inositol administered 
prophylactically to rabbits over prolonged periods before 
the administration of lethal doses of gammexane (6 mg. 
per kg.) failed, however, to lower the mortality 
significantly. 

The prophylactic intravenous administration to 
rabbits of 20 mg. per kg. of pentobarbital markedly 
reduced the toxicity of gammexane given intravenously, 
and afforded protection against 10 times the lethal dose. 
[Phenobarbitone is also stated by the authors in their 
comment and conclusions to be effective against the 
intravenous toxicity of gammexane.] The antidotal 
value of the «, 8, and 5 isomers of gammexane is much 
inferior to that of pentobarbital. 

Gammexane administered orally to rabbits in the 
form of a 10% solution in peanut oil produced in 30 
minutes to 4 hours symptoms qualitatively similar to 
those after intravenous administration. A dose of 
200 mg. per kg. was uniformly lethal, and this dose 
was used throughout the experiments. Under these 
conditions the therapeutic barbiturate (pentobarbital or 
phenobarbitone) was administered whenever convulsions 
occurred. [Route and dosage not stated.] Treatment 
with pentobarbital over 5 hours failed to protect any of 
5 rabbits, but therapy over 32 hours protected 10 out of 
11 rabbits treated with pentobarbital and 13 out of 15 
rabbits treated with phenobarbitone. After treatment 
ceased, 8 additional rabbits in the pentobarbital group 
and 5 in the phenobarbitone group died. Pentobarbital 


had a rapid effect of short duration, and phenobarbitone 
gave lasting protection in doses causing less depression 
than pentobarbital. 

The oral administration of gammexane to 4d 
produced a toxic syndrome similar to that in rabbits, and 
a lethal dose of 200 mg. per kg. was given to 8 dogs, which 
were treated symptomatically, usually by the intravenous 
route. Four out of 6 dogs treated with initial total 


doses of 30 to 65 mg. of pentobarbital per kg. and later — 


doses of 10 to 15 mg. per kg., over a period of 4 to 5 days, 
became normal. A massive dose (125 mg. per kg) 
failed to protect 1 out of 2 dogs treated intravenously 
with phenobarbitone. The second dog received 75 mg. 
of the drug per kg. and became normal in 3 days. 

A suitable therapeutic regime suggested by these 
experiments is the administration of a small dose of 
phenobarbitone with subsequent symptomatic doses of a 
short-acting barbiturate to control violent convulsions, 
Artificial respiration and cardiac massage are also 
recommended. The persistence of toxic effects for 
several days after oral administration of gammexane, 
compared with the short duration of the effects after 
intravenous injection, suggests the possibility of hepatic 
storage and emphasizes the need for continued treatment 
with an appropriate depressant. No permanent fune- 
tional injury was observed in animals which recovered as 
a result of therapeutic treatment. © J. Williamson 


1266. Field Tests with Tick Repellents 
J. M. BRENNAN. Public Health Reports [Publ. Hith Rep., 
Wash.] 63, 339-346, March 12, 1948. 


The author in a previous paper showed that, out of 
15 chemicals tested, a mixture of phenylcyc/ohexanol and 
butylacetanilide was most promising as a means of 
protection against Amblyomma americanum and Derma- 
centor andersoni. The present paper describes the results 
of further tests of these drugs, which were carried out 
with human volunteers at a military camp in an area 
densely infested with the lone-star tick, A. americanum. 
Men, wearing treated and untreated uniforms, were 
exposed to tick infection for about 4 hours a day, the 
ticks being removed and counted hourly. The results 
obtained showed that butylacetanilide, under the 
conditions of employment, was an excellent repellent of 
nymphs.-and adults (larvae were not present in sufficient 
numbers to be significant) of A. americanum for 10 days, 
and was superior to all other drugs tested. Incidental 


“observation suggests that clothing impregnated with 


butylacetanilide gives complete protection against 
Trombicula. ‘ No data are available on its toxicity, but 
related compounds have been pronounced safe, and in 
tests described here on 29 persons no objectionable 
reactions were found.” R. M. Gordon 


1267. Combined Typhus—Malaria Control Residual Spray 
Operations with Five Percent DDT Emulsion 

H. P. NicHo.son, T. B. GAtnes, and J. G. MCWILLIAMS. 
Public Health Reports [Publ. Hith Rep., Wash.] 63, 1005- 
1013, July 30, 1948. 7 figs., 2 refs. 


See also Section Hygiene, Abstracts 1178-83. 


— 


5- 


Medical Jurisprudence 


1268. The Effect of Morphine Addiction on Blood, Plasma, 
and “ Extra-cellular ’’ Fluid Volumes in Man 

H. Ispect. Public Health Reports [Publ. Rep., 
Wash.] 62, 1499-1513, Oct. 17, 1947. 6 figs., 15 refs. 


In order to test the’ hypothesis that changes in water 
economy may play a significant part in morphine addic- 
tion, 6 volunteers, previously addicts, were given 
morphine and studied during a control period and during 
addiction, withdrawal, and recovery. Plasma volume 
was determined by Gregersen’s modification of the method 
of Gibson and Evelyn, and Wintrobe’s technique was 
used for haematocrit estimations. Total blood volume 
was calculated from the haematocrit and plasma volume 
figures. Blood cell mass was estimated by subtracting 
the plasma volume from the total blood volume. Thio- 
cyanate fluid was determined by the method of Crandall 
and Anderson adapted to the photoelectric colorimeter. 


* Extracellular fluid volume was calculated by subtracting 


the total blood volume from the thiocyanate fluid volume. 
The water of serum and blood was determined by drying 
1 ml. of blood and serum to constant weight at 105° C. 
Cellular water was estimated from the serum and blood 
values and the haematocrit readings. Red cell counts on 
oxalated blood were done in duplicate and haemoglobin 
was determined by the method of Evelyn and Molloy. 
These values were calculated 6 times during the pre- 
addiction or control period at intervals of 10 to 15 days 
under conditions similar to those used in carrying out 
basal metabolism tests. Morphine sulphate was then 
given intravenously in all cases in doses and periods 
varying for each man, and determinations were repeated 
at intervals of 14 to 30 days. At the end of this period 
morphine was stopped abruptly and the values were 
determined 36 hours afterwards. At this time objective 
evidence of severe dependence on the drug was manifest. 
The men were then given morphine in gradually decreas- 
ing doses over 14 days. . After they had recovered 
sufficiently to return to work the determinations were 
repeated one to three times at varying intervals. Venous 
Stasis was minimized on all subjects except one, for whom 
the use of a tourniquet was necessary. 

The results are tabulated for the control and addiction 
periods. Only one set of determinations could be carried 
out in the withdrawal period and the number made during 
the recovery period was too small to be statistically 
examined. During the period of addiction haematocrit 
values were significantly reduced in 5 patients (3-0 to 8-5 
volumes %), with a parallel reduction in erythrocyte count 
and haemoglobin. The water content of whole blood 
was increased in 5 patients, but no significant changes 
developed in the water content of plasma or of blood 
cells. The mean plasma volume was slightly, but not 
Significantly, reduced in 4 subjects, and significantly 
reduced in 1 case. Total blood volume was definitely 
reduced in 5 subjects, as was blood cell mass. ‘ Thio- 


_withdrawal period, 


cyanate ”’ fluid volume increased in 5, and significantly 
in 3 cases, but only when the daily dose of morphine had 
reached 500 mg. A parallel increase in body weight was 
not observed. Extracellular fluid volume was increased 
in all cases, to a significant extent in 3 cases. It is con- 
cluded that all the changes occurring during addiction 
to morphine can be explained by the development of a 
very mild anaemia and that it is unlikely that excessive 
hydration plays any significant part in the addiction to 
morphine. Individual factors appeared to control the 
development of the anaemia. The experiments revealed 
no evidence of an increased retention of water in the 
P. N. Meenan 


1269. Immediate Foetal Death After the Use of the Root 
of Saponaia in Artificial Abortion. (Miivi vetélés 
kapcesan szappangy6kérrel kézvetleniil okozott magzati 
halal) 

J. Orvosok Lapja (Orv. Lapja] 4, 14, Jan. 4, 
1948. 2 figs. 


Artificial abortion is still prevalent in Hungary despite 
vigorous measures against it. Mechanical methods are 
most commonly used, and among them the introduction 
of the sharpened root of saponaria into the uterus is 
particularly popular. In the case reported here a preg- 
nancy of 4 months’ duration was terminated in this way. 
The root had perforated the abdominal wall of the foetus, 
damaged its abdominal organs, pierced the diaphragm, 
and injured the heart. Apparently the wall of the uterus 
was damaged as well, but the injury was not perforating. 
After instrumental evacuation of the uterus and treat- 
ment with penicillin and sulphathiazole the woman, 
who had been admitted to hospital with fever and rigors, 
rapidly recovered. Vilma Samet 


1270. Alcohol and Abnormal Behaviour in Head Injury 
Cases 

A. P. R. Lewis. British Journal of Addiction [Brit. J. 
Addict. 45, 15-38, Jan., 1948. 9 figs., 5 refs. 


It is an established fact that persons who have received 
a head injury are more susceptible to the effects of alcohol 
than they were before the injury. The author has 
reviewed a series of 1,200 adolescent delinquents from the 
point of view that head injury, alcoholism, or a combina- 
tion of both may have a bearing on their anti-social 
behaviour. First he deals with 24 cases in which alco- 
holism was the only factor; in 17 cases the offender 
became acutely intoxicated just before committing the 
crime, while the remaining 7 offenders were chronic 
addicts. Most of these 24 cases concerned acquisitive 
types of crime; in adolescents, contrary to general 
experience with older offenders, the association of alcohol 
with homosexuality is seldom encountered. In the 
second group head injury was the only factor. Many of 
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the young persons concerned were of subnormal intelli- 
gence and 25% of the total were epileptics. The third 
group of 12 offenders had a history both of alcoholism 
and of head injury. 

In post-concussional states there are no demonstrable 
neurological signs, and it could not be shown in any of 
the cases that alcohol had resulted in any measurable 
disturbance of the central nervous system. After severe 
brain injury, the highest level of cerebral function, 
already disturbed, becomes more susceptible to noxious 
agents and this susceptibility tends to persist. In cases of 
head injury alone the individual is slightly less of a man 
and more of a child, but when such persons are affected 
by alcohol the child is likely to become more of an 
animal. The figures appear to show that of those 
offenders who blame alcohol as a factor 33% are mentally 
unstable, of those who have a head injury of some 
significance which may predispose to delinquent conduct 


60% appear to be unstable, and of those in whom alcohol . 


and head injury occur together 75% are unstable. 
Crimes of violence are commoner in criminals where the 
two factors of inebriation and cerebral trauma co-exist, 
thus making such persons a nuisance to themselves and 
an added danger to society. Gilbert Forbes 


1271. Juvenile Delinquency with Special Reference to 
Remand Homes 

A. KENNEDY, P. D. Scott, M. J. Ropinson, J. A. Rose, 
and J. D. W. Pearce. Proceedings of the Royal Society 
of Medicine [Proc. R. Soc. Med.| 41, 197-208, April, 
1948. 7 refs. 


Kennedy pointed out that since the Children’s Charter 
of 1908 the attitude to juvenile delinquency has become 
more liberal, humane, and far-sighted. The fact has 
been recognized that punishment may sometimes destroy 
the child’s faith in society and not act as a deterrent. 
Psychological medicine is making a contribution to the 
investigation and treatment of the juvenile offender. In 
the period between the Act of 1908 and the Children and 
Young Persons Act of 1933 some magistrates did not 
change their stern attitude to juvenile crime, while others 
did appreciate that each child presents a human problem 
the solution of which requires infinite patience and 
kindliness and no little specialized knowledge. 
Magistrates of the latter type began to seek scientific 
guidance, and the importance of mental deficiency came 
to be appreciated. Organic nervous disease and psycho- 
pathic states also came to be considered as a cause of 
crime. The Act of 1933 secured for the courts a frame- 
work of procedure within which they could find all the 
technical assistance necessary. The psychiatrist’s part 
is to present to the court a picture of the child’s mental 
state with its potentialities and deficiencies, of the 
personal and social difficulties with which he is faced, 
and of the probable reasons for his conduct and attitude 
to life. Each case represents an experiment organized 
by the psychiatrist and the magistrate, and sometimes 
misunderstandings arise because the magistrate places 
too much reliance on the psychiatric opinion. Another 


source of misunderstanding is the presentation of a highly 
technical report containing no specific practical recom. 
mendations. Delinquent children come mainly from 
underprivileged homes, but there are many who are not 
so handicapped. They suffer from a constitutional 
disability to keep in step with their fellows. Some of 
them can be helped by early treatment while nothing can 
be done for others. The selection of cases for psychiatric 


_ investigation is left in the hands of the magistrates, 
and often the wrong cases are chosen. . It is suggested — 


that all cases should be screened at a centre staffed by 
experienced workers. The case for a central Clearing 
house combining the functions of observation centre, 
psychiatric clinic, social service exchange, record centre, 
and treatment centre must be a strong one. 

Scott stated that only a very small proportion of the 
children appearing at London Juvenile Courts are sent 
for psychiatric examination. The consensus seems to 
be that ideally all but the trivial cases should be examined 
psychologically but that this is at present impossible, 
The author studied 100 boys referred to him for a report, 
and 25 more in a remand home who had not been referred. 
He segregates these cases into groups according to the 
type of offence, the number of appearances in court, 
intelligence, and causation of delinquency. His opinion 
is that there is as great a need for psychiatric work in the 
non-referred as in the referred group. 

Robinson considered that facilities for diagnosis in a 
remand home are inadequate, as compared with those in 
a good clinic. The services of a psychiatric team with 
adequate time are essential. Treatment is unsatisfactory, 
because the psychiatrist who sees the child at the remand 
home has to send him on to a clinic for treatment and the 
continuity is broken. Another defect in the present 
arrangement is that magistrates have no opportunity to 
follow up their cases and to learn from previous decisions. 

Gilbert Forbes 


1272. Reliability of the Exclusion of Paternity after the 
MN and ABO Systems as Elucidated by 20,000 Mother- 
Child Examinations and its Significance to the Medicolegal 
Conclusion. [In English] 

P. H. ANDRESEN. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 24, 545-553, 
1947. 2 refs. 


The blood groups of 20,000 mothers and their children 
have been determined during tests for exclusion of 
paternity at the University Institute of Forensic Medicine, 
Copenhagen. In none was any exception to accepted 
genetic rules demonstrated. The possible errors due to a 
non-demonstrated N, or weak A factor are discussed. 
The general conclusion as quoted from the ‘* Guidance 
in Judging of Blood-Typing Results’’ issued by the 
Institute is: ‘* Blood typing belongs to the biological 
methods of examination ... it may never attain to 
absolute certainty. On the whole, however, blood typing 
may be characterized as one of the most reliable biological 
methods employed in forensic medicine ”’. 

John F. Loutit 
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1273. Control of Hemorrhagic Syndrome and Reduction — 


in X-irradiation Mortality with a Flavanone 
Pp. E. Rekers and J. B. Fiecp. Science [Science] 107, 
16-17, Jan. 2, 1948. 1 fig., 4 refs. 


The authors’refer to a haemorrhagic diathesis, charac- 
teristic of the effect of a radiation dose of about 350 r 
(referred to as midlethal) or 450 r (sublethal) in dogs. 
Thrombocytopenia is accompanied by an _ increased 
quantity of a heparin-like material in the blood. In 
such animals, giving antiheparin substances has been 
shown to restore in vitro and in vivo coagulation time to 
normal and to increase the survival time from 11 to 22 
days. The authors have used a flavanol glycoside, 
“rutin ”’, in an attempt to counteract capillary fragility, 
on 25 normal adult dogs after irradiation with 350 r 
(37 in. focus-skin distance, 250 kV, 2:15 mm. copper 
half-value layer). In a control group not given rutin, 
16 (64°%) died in 13 to 30 days, compared with 3 (10%) 
of the animals given rutin which died 16, 28, and 31 days 
after irradiation. Only 2 of the rutin-treated dogs 
developed widespread haemorrhages, compared with 
19 of the control group, although there was no demon- 
strable difference in the peripheral blood picture. The 
rutin appears to permit recovery from otherwise fatal 
thrombocytopenia. Frank Ellis 


1274. Thoracal Aortography by Catheterization from 
the Radial Artery. Preliminary Report of a New Tech- 
nique. [In English] 

§. RADNER. Acta Radiologica [Acta radiol., Stockh.] 29, 
178-180, Feb., 1948. 1 fig., 4 refs. 


The technique of angiocardiography described by 
Robb and Steinberg often fails to give a satisfactory 
view of the aorta owing to dilution of the opaque medium 
and other factors. The author describes a new technique 
for direct intra-aortic injection. The radial artery is 
exposed near the elbow, clamped in two places, and 
incised, and a cardiac catheter is passed under screen 
control until its tip lies in the thoracic aorta. ‘“* Dio- 
done ”’, 30 ml., is then injected as rapidly as possible and 
films are taken after 20 and 30 ml. have been injected, 
a third being exposed 1 second after the whole injection. 
One film is illustrated, and the author hopes to give more 
illustrations in due course. A. M. Rackow 


1275. Thoracic Aortography. Preliminary Report. [In 
English] 

B. BropéN, H. E. HANson, and J. KARNELL. Acta 
Radiologica [Acta radiol., Stockh.] 29, 181-188, Feb. 28, 
1948. 6 figs., 11 refs. 


The authors give the results of injecting the thoracic © 


aorta directly by the method described by Radnar [see 
Abstract 1274]. Three patients were investigated. The 


first was suspected of having a patent ductus arteriosus. 
An illustration shows the clear visualization of the aorta 
that was obtained. No patent ductus was found. The 
second and third cases were of coarctation of the aorta. 
In both, aortography showed clearly the site of constric- 
tion. The third patient had also a dilated subclavian 
vessel, dilated internal mammary arteries, and very pro- 
bably a patent ductus. It is also noted that the site of 
constriction of the aorta is 3 cm. distal to the subclavian 
artery. There was a minimum reaction, and the 
authors consider the method a very satisfactory means of 
arriving at an accurate diagnosis. A. M. Rackow 


1276. On the Technic of Lumbar Pneumomyelography. 
[In English] 

O. Oxsson. Acta Radiologica [Acta radiol., Stockh.} 
29, 107-111, Feb. 28, 1948. 2 figs., 16 refs. 


The author discusses the objections to the use of 
opaque media in myelography and advocates a gaseous 
medium, in this case sterile oxygen heated to body 
temperature. The technique is simplified if the patient 
lies laterally on a stretcher, with the affected side upper- 
most. This posture is maintained throughout. The foot 
of the stretcher is raised. The injection, after with- 
drawal of about 40 ml. of cerebrospinal fluid, can be 
given outside the radiography room and thus interferes 
to a minimum with routine work. A gaseous pressure of 
300 to 400 ml. of water is used. Films are taken in the 
antero-posterior projection with the patient lateral— 
that is, a horizontal ray is used. Two grids are employed 
superimposed and crossed at right angles. The author 
claims that. this enhances the visual effect created by the 
air. A. M. Rackow 


1277. Focal Epilepsy: Correlation of the Pathological 
and Radiological Findings 

D. L. McRae. Radiology [Radiology] 50, 439-457, 
April, 1948. 13 figs., 13 refs. 


The author, working at the Montreal Neurological 
Institute and the Children’s Memorial Hospital, Montreal, 
examined 160 cases of focal epilepsy due to atrophic 
cerebro-meningeal lesions. Two-thirds of cases of the 
most common atrophic lesion, the meningo-cerebral 
cicatrix, showed, on the straight radiographs, localized 
bony abnormalities, such as old fracture, old bone defect, 
so-called cranio-cerebral erosion (a combination of 
pitted erosion and hyperostosis of the inner table), and 
localized thinning and bulging of the bone. The inci- 
dence of localized bone changes in this group was six 
times greater than in any other type of lesion. Cranio- 
cerebral erosion seems to be found only in cases of 
meningo-cerebral cicatrix. In 80% of the cases of 
meningo-cerebral cicatrix encephalography revealed a 
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focal ventricular dilatation, and in about 18% of the 
cases there was a demonstrable subarachnoid cyst. 

The second largest group of cases consisted of simple 
atrophic lesions such as focal microgyria, cerebral 
cicatrix secondary to arterial or venous occlusion, and 
cerebral cyst secondary to cerebral haemorrhage. In 
this group localized bony abnormality was found only 
in about 11% of the cases, cranial hemiatrophy in about 
50°% of the cases, focal ventricular dilatation in 38%, and 
subarachnoid cysts in about 5%. 

Blood-vessel abnormalities formed the third group of 
cases. Of the 9 cases in this group 4 showed intra- 
cerebral calcification. Occasionally these cases may 
present a combination of atrophic changes and of a 
space-occupying lesion. 

The epileptogenic focus is not necessarily identical 
with the demonstrable atrophic lesion. In 8 of the 
investigated cases the epileptogenic focus and atrophic 
lesion were in opposite sides of the brain. 

The most common source of error in the diagnosis was 
the non-visualization of collections of fluid, such as sub- 
arachnoid or cerebral cysts. A, Orley 


1278. Atlanto-occipital Fusion, Ossiculum Terminale 
and Occipital Vertebra as Related to Basilar Impression 
with Neurological Symptoms 
L. A. HADLEY. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 59, 511-524, 
April, 1948. 16 figs., 49 refs. 


Atlanto-occipital fusion, occipital vertebra and ossi- 
culum terminale may cause symptoms through con- 
striction of the foramen magnum. In some of the cases 
these symptoms may appear only later in life. Basilar 
impression, which is an acquired distortion due to 
softening of the base of the skull, reduces the size of the 
posterior cranial fossa, with a consequent increase of the 
intracranial pressure. This condition is amenable to 
surgery, although restoration to the normal is impossible. 
The author recommends lateral radiographs of the head 
and cervical spine with the head flexed. If the arch of 
the atlas is not fused with the occiput, it will separate 
from that bone in this position. A. Orley 


1279. Pantopaque Myelography in the Diagnosis of the 
Arnold—Chiari Malformation without Concomitant Skeletal 
or Central Nervous System Defects 

B. S. Epstein. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.| 59, 359-364, 
March, 1948. 4 figs., 10 refs. 


The case of a female aged 30 with the Arnold—Chiari 
syndrome is described. The author states that myelo- 
graphy has been very little used to confirm the diagnosis 
of the Arnold—Chiari syndrome and that List is the only 
previous author who has used the method. List 
described 3 cases which he diagnosed by positive contrast 
myelography. In the present case the “ straight” 
radiographs of the skull and spine revealed no abnor- 
mality and so gave no clue to the diagnosis. In the 
majority of cases with Arnold—Chiari deformity there 
are diagnostic features on the straight radiographs. 


Lumbar myelography showed a partial block, with a 
semicircular filling defect between the first and second 
cervical vertebrae. The diagnosis at that time was of an 
extramedullary expanding lesion. The correct diagnosis 
was made only at operation, when it was found that the 
filling defect was caused by the herniated cerebellar 
tonsils. J. W. Bull 


1280. Roentgen Examination in Acute Dilatation of the 
Stomach. [In English] 

J. FRIMANN-DAHL. Acta Radiologica [Acta radiol., 
Stockh. 29, 237-250, March 31, 1948. 9 figs., 7 refs, 


It has been the author’s practice for some years to 
take radiographs in every case of abdominal emergency 
admitted to hospital. There were 20 cases of acute dila- 
tation of the stomach, the causes of which were various, 
The first group consists of dislocations and anomalies, 
These are subdivided into cases of gastric volvulus, 
diaphragmatic hernia, and obstruction of the superior 
mesenteric artery. The next group—primary organic 
stenosis—is subdivided into cases of pyloric cancer, 
pyloric ulcer, and pyloric cicatricial changes. The third 
group—secondary stenosis—includes cases of extra- 
gastric inflammation, such as pancreatitis and extra- 
gastric tumours. Finally, a miscellaneous group is 
described, the causes of dilatation varying from fractured 
spine to diabetic coma and uraemia. 

The radiological diagnosis is sometimes difficult. 
Radiographs must be taken with a horizontal ray in 
order to show fluid levels. The interpretation of the 
fluid levels may not be so simple as might be expected, 
for several levels may be present, some of which may be 
situated in the small intestine. The small intestine 
can become secondarily obstructed by the very large 
stomach. Further radiological investigations may be 


necessary to clarify the diagnosis. Examination with a — 


barium enema will exclude colonic obstruction. The 
passage of a stomach tube will confirm or disprove the 
diagnosis of gastric dilatation. The stomach contents 
may amount to 5 litres. Finally, a small amount of 
barium may usefully be given by mouth to outline the 
stomach. 

[This important paper clearly shows the responsi- 
bility of the radiologist for accurate x-ray diagnosis of 
the acute abdomen. It also shows the need for employ- 
ment of procedures other than examination by the 
straight or “* scout ”’ film.] J. W. Bull 


1281. On Roentgenological Diagnosis of “ Jejunitis 
Acuta Phlegmonosa ”. [In English] 

O. W. Husesye. Acta Radiologica [Acta _radiol., 
Stockh.] 29, 71-82, Jan. 31, 1948. 5 figs. 


Fourteen cases of acute ileitis are described, all seen 
during the last 3 years. This condition, unlike acute 
terminal ileitis, has received little recognition in the 
radiological literature. The symptoms are of an acute 


_abdominal condition. Clinical diagnosis is never made 


and the only known method of diagnosis during life is 
by radiology. Six of the 14 patients were operated upon 
and 2 died. The others were treated medically and 
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recovered. Histological confirmation was obtained in 
the 2 patients who died. The radiological examination 
consists of three parts: (1) screening; (2) taking of a 
straight film in the erect position; (3) a barium meal. 
Screening examination reveals reduced diaphragmatic 
movements. The features of the straight film are: 
(a) the presence of gas in the small gut in the left upper 
abdomen; (5) the fact that the gas-filled loops often 
have a serrated edge; (c) presence of one or more fluid 
levels; (d) constant presence of gas in the colon. 

The barium examination reveals a jagged relief of the 
jejunal mucous membrane with irregular circular folds. 
The lumen of the affected loops is not particularly en- 
larged. The mucous membrane ‘relief remains un- 
changed from film to film—that is to say, the autoplasti- 
city has ceased. The passage of the contrast meal is not 
necessarily delayed through the small intestine, although 
in one case some barium was still present in the jejunum 
after 38 hours. The barium usually adheres as a thin 
covering in the affected loops of the jejunum. 

J. W. Bull 


1282. Variations in the Outline of the Diaphragm. 
Their Genesis and the Diseases which Simulate them. 
(Variaciones del contorno diafragmatico. Su génesis y 
enfermedades que simulan) 

M. CERQUEIRA Gomes. Revista Espafiola de la Enfer- 
medades del Aparato Digestivo y de la Nutricion (Rev. 
esp. Enferm. Apar. dig.] 7, 1-29, Jan.—Feb., 1948. 28 
figs., 46 refs. 


1283. Roentgenographic Studies of the Gastrointestinal 
Tract Following Section of the Vagus Nerves for Peptic 
Ulcer 

M. Ritvo and I. A. SHAUFFER. New England Journal of 
Medicine [New Engl. J. Med.| 238, 496-501, April 8, 
1948. 3 figs., 21 refs. 


A group of 33 patients who had undergone vagotomy 
were studied radiographically. Five had previously 
undergone partial gastrectomy; in 21 there had been no 
gastric surgery before the vagotomy, and 14 of these 21 
had an x-ray examination within 3 weeks of operation. 
Secretions were retained in all, and in 13 out of the 14 
the stomach was enlarged to 2 or 3 times the normal 
size. There was no peristalsis in 2 and in 6 it was shal- 
low, sluggish, and ineffective. In 10 out of the 14 there 
was 80 to 100% retention at 6 hours, and in the remaining 
four, 20 to 50%.retention. Five of the 21 patients were 
first examined 3 to 6 weeks post-operatively; in 2 the 
stomach was normal in size, while in the other 3 it was 
dilated to twice its normal size. The largest 6-hour 
residue in this group was 50% and 1 patient had no 
residue. Even in patients who had had a gastro-entero- 
Stomy or a gastrectomy there was a considerable 6-hour 
residue in the first months. Further follow-up studies 
were difficult. The sample studied is thus probably not 
representative. Complete return to normal was not 
found in any case, a 10 to 20% residue being common. 
The longest follow-up period was 14 months. Slight 
delay at the cardia was observed in 1 patient. The 
small intestine was not studied in detail, since only slight 
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dilatation and coarsening of the fold pattern was noted. 
The colon is not mentioned. [In view of the present 
interest in the disturbed function of the whole gut follow- 
ing vagotomy, it is a pity that the present study was 
practically confined to the stomach.] 

Denys Jennings 


1284. Roentgendiagnostic Points of View on Spinal 
Tumours in Children. [In English] 

O. Oxtsson. Acta Radiologica [Acta radiol., Stockh.) 29, 
279-293, April 30, 1948. 4 figs., 32 refs. 


The literature on spinal tumours in children is reviewed. 
The figures given by different authors for incidence vary 
considerably, but it seems that rather less than 10% of 
spinal tumours are seen in patients under 20 years of 
age. Various types of tumour are encountered, but 
meningiomata and neurofibromata, relatively common in 
adults, are rarely seen in children. The malignant intra- 
medullary tumours are more common in children than in 
adults. 

The author describes two personal cases: (1) of an 
extradural cyst in a girl aged 13, and (2) of an astro- 
cytoma in a girl aged 9. In both cases the lesion was in 
the lower dorsal region and considerable splaying of the 
pedicles was present. The lesions were located by the 
finding of widened pedicles, and myelography was not 
carried out in either case. The author is of the opinion 
that splaying of the pedicles is commoner with spinal 
tumours in children than in adults. In the case of the 
extradural cyst, a very gross dorsal kyphosis developed 
after operation. It is pointed out that the normal 
mobility of the dorsal spine is very limited; even in con- 
tortionists there is not much movement. In the case of 
the child with the extradural cyst, the author is of the 
opinion that the posterior longitudinal ligament and 
ligamentum flavum as well as the arches of the vertebrae 
became weakened and thus allowed the kyphosis to occur. 

J. W. Bull 


1285. A Consideration of Roentgen Therapy in Pro- 
ducing Temporary Depilation for Tinea Capitis. A New 
Method 

E. P. PENDERGRASS and J. F. MAHONEY. Radiology 
[Radiology] 50, 468-475, April, 1948. 2 figs., 9 refs. 


This paper, from the University of Pennsylvania 
Hospital, is based on the treatment by x rays of 120 cases 
of ringworm of the scalp. All but one case were cured, 
and in none was there any damage to the scalp. In the 
single failure there was a re-growth of the hair but the 
infection persisted. 

The authors reject the classical Adamson—Kienbéck 
open-field technique of epilation as unreliable, because of 
the uneven distribution of the radiation. They have 
evolved a five-field closed-portal technique, dividing the 
skull into five fields. Each field receives a dose of 500 r 
(measured in air), the surrounding scalp being protected 
by thin sheets of lead.. With this technique the centre 
of each field receives the full dose, the periphery about 
375 r, which is necessary and sufficient for a complete 
epilation. A. Orley 
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1286. Nutritional Status and Infection Response. I. 
Electrophoretic, Circulating Plasma Protein, Hematologic, 
Hematopoietic, and Immunologic Responses to Sal- 
monella typhimurium (Bacillus aertrycke) Infection in the 
Protein-deficient Rat 

J. Metcorr, D. B. DARLING, M. H. SCANLON, F. J. 
Stare. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 33, 47-66, Jan., 1948. 3 figs., 63 refs. 


The response to infection with Salmonella typhi-murium 
in 2 groups, each of 30 rats, was studied: (a) a group on 
a diet containing enough protein (18°) and a group ona 
diet lacking in protein (2%). The groups were divided 
into a non-infected subgroup and a subgroup given by 
intraperitoneal injection a sublethal dose of S. typhi- 
murium (300,000 viable organisms). Twenty-eight days 
after infection the animals received S. typhi-murium O 
antigen subcutaneously. The object was to observe the 
effect of protein deficiency on “ infection response” as 
measured by the criteria listed in the title of the paper. 
The work was not therefore comparable with studies in 
which resistance or susceptibility was measured by death 
rate or survival rate, or in which antibody and other 
responses to living non-pathogenic or killed pathogenic 
antigens were determined. 

Infection alone had little effect on plasma proteins, 
especially y-globulin; protein deficiency reduced the 
amounts of both. Infection reduced the haemoglobin 
levels of the normal rats and those of the protein- 
deficient rats a little more. Leucocyte counts were 
lower in the protein-deficient rats; lymphopenia was 
observed in both groups after infection. Haemato- 
poiesis was influenced more by diet than by infection, 
protein-deficiency causing a relative increase of immature 
myeloid forms and a decrease of maturing red-cell 
elements. Protein deficiency had no effect on the 
incidence of bacteriaemia or on the antibody titres after 
infection. The secondary antibody response to the O 
antigen was actually higher in the protein-deficient rats 
than in the well-nourished animals. The authors give 
reasons for concluding that statements to the effect that 
protein-deficiency causes inadequate response to infection 
are “an over-simplification of a many-faceted pheno- 
menon”’. J. W. Howie 


1287. The Further Effect of the Leukocytosis-promoting 
Factor of Exudates when Injected in Connection with 
Inflammation 

V. MENKIN. Archives of Pathology {Arch. Path.) 43, 
566-569, June, 1947. 7 refs. 


The leucocytosis-promoting factor (L.P.F.), extracted 
from inflammatory exudates (Amer. J. Path., 1940, 16, 
13; Arch. Path., 1940, 30, 363), was given intravenously 
to dogs with pleurisy induced by turpentine. The level 
of the leucocyte count was higher and was maintained 


longer than in controls. Since injection of L.P.F. into 
man appears innocuous, it is suggested that this sub. 
stance might be a useful adjuvant in treatment of clinical 
infections, promoting leucocytosis and hence reinforcing 
the natural defences of the body against infection. [No 
tests were, however, made in either experimental or 
clinical infections to show that the L.P.F. might act as an 
adjuvant to the available chemotherapeutic agents.] 


G. Popjak 


1288. Aspects of the Biologic Decay Periods of Sodium 
in Normal and Diseased Man 

G. Burcu, S. THREEFOOT, and P. REAsER. 
[Science] 107, 91-92, Jan. 23, 1948. 1 fig. 


During the course of experiments for other purposes 
[not specified] certain facts came to light concerning the 
rate of disappearance from the body of radioactive 
sodium administered by injection [route not specified]. 
Four healthy adult control subjects, 6 patients with 
chronic congestive heart failure, 2 patients with chronic 
glomerular nephritis (nephrotic type) received injections, 
The biological half-life of sodium per se was not esti- 
mated, and the following terms were therefore introduced: 
(1) C4=time required to reduce the serum concentration 
of Na?? to one-half the value obtained at any one time 
after equilibrium of distribution had been reached. 
(2) U4=time that would be required to eliminate one- 
half of the administered Na? if it were being excreted 
only in the urine at the rate observed. 

In all subjects except one control the C4 periods were 
less than the U4; this was to be expected, because of 
other variables not allowed for. In patients with heart 
failure the periods were longer than in the controls and 
in the patients with renal disease considerably longer. 
Sodium and water diuresis in 2 patients with heart 
failure, which improved rapidly, definitely shortened the 
periods, and various factors influencing sodium meta- 
bolism generally affected the periods also; particular 
mention is made of increase in the urinary excretion of 
radioactive sodium and in the rate of fall of radioactive 
sodium level in the serum in one normal subject during a 
period of high dietary (non-radioactive) sodium intake. 

W. S. Killpack 


Science 
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1289. Odcstrogens and the Galliera Sarcoma—I. (Estro- 
geni e sarcoma galliera (1). 

A. Repetro. Tumori [Tumori] 21, 
40 refs. 


Rats about 2 months old were divided into groups of 
6, 6, and 4, half the animals in each group being males, 
and half females. All animals were inoculated with 
0-5 ml. of ground-up Galliera sarcoma in an equal 


167-171, 1947. 
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yolume of Ringer solution. The 6 animals of one group 
received subcutaneously on alternate days a dose of 
9-05 to 0-8 mg. “natural folliculin”. The second 6 
animals received “‘estrene”’ (diethyl-dioxy-dihydrostil- 
bene) in doses varying over the same range. The group 
of 4 animals were left as controls. Tumours developed 
in all animals except 1 control rat, which became preg- 
nant. The tumours in animals receiving “ natural 
folliculin’’ became ulcerated and necrotic, and either 
caused death or necessitated killing of animals in up to 
99 days. Rats receiving “‘estrene”’ and control rats 
had large well-preserved tumours after 90 days. Varia- 
tion in the dosage employed seemed to have no effect. 
G. Calcutt 


1290. Oestrogens and the Galliera Sarcoma—II. (Estro- 
geni e sarcoma Galliera) 

A. Repetto. Tumori [Tumori] 21, 173-177, 1947. 
38 refs. 


Attempts were made to influence the growth of the 
Galliera rat sarcoma by exposing it to “ estrene”’ 
(diethyl-dioxy-dihydrostilbene) before inoculation. The 
crushed tumour was mixed with an equal volume of 
1% “estrene” in almond oil and kept at 0° C. for 
24hours. Twelve rats aged 2 to 24 months, 6 males and 
6 females, each received 1-0 ml. of the mixture subcutane- 
ously. Control groups—each of 6 rats—received tumour 
together with almond oil or Ringer solution. No 
tumours develop within 120 days in the experimental 
animals. Three out of 6 controls receiving almond oil 
developed tumours within 120 days, and 5 out of 6 
controls receiving Ringer solution. 

[The concentration of oestrogen used would probably 
be toxic, so that no viable tumour cells were inoculated. 
For data on oestrogen action on and toxicity to cells 
see J. exp. Biol., 1942, 19, 118.] G. Calcutt 


1291. The Action of Certain Carcinogenic and Inactive 
Hydrocarbons on the Mitochondria of Liver Cells. 
(L’azione di alcuni idrocarburi oncogeni o inattivi sul 
condrioma delle cellule epatiche) 

P. LocateLut. Tumori [Tumori] 21, 129, 1947. 6 figs., 
21 refs. 


Rats and rabbits received intramuscular, subcutaneous, 
or intraperitoneal injections of one of the carcinogens: 
3,4-benzpyrene, 1,2,5,6-dibenzanthracene, or methyl- 
cholanthrene dissolved in lard. Controls received 
phenanthrene, nitro-1,2-benzanthracene, or f-acetyl- 
1,2-benzanthracene. In some instances pellets of pure 
hydrocarbon were implanted under the skin. Doses 
varied between 10 and 25 mg. for rats and 30 and 100 mg. 
for rabbits. Animals were killed at intervals of between 
5 days and 4 months after treatment. Frozen sections 
were made of the fresh livers and examined by ultra- 
violet light. Sections from both controls and experi- 
mental animals contained numerous small regularly 
arranged fluorescent granules. These—probably of 
vitamin A—quickly lost their fluorescence, a generalized 
weak greenish-yellow or reddish fluorescence of un- 
certain origin remaining. Sections of formalin-fixed 


material showed no_ outstanding abnormalities. 
Examination of other material fixed in Regaud and 
stained with iron-alum-haematoxylin indicated that in 
normal livers the mitochondria had a regular and rela- 
tively constant distribution. In the rat they took the 
form of long slender rods distributed evenly through the 
cytoplasm. In the rabbit they were shorter and thicker 
and arranged in palisade fashion around the periphery 
of the cell and the nucleus with a relatively clear area 
between. After injection of the carcinogenic hydro- 
carbons changes rapidly appeared. The rod-like mito- 
chondria became broken into granules and distributed 
either singly or in groups through the cytoplasm, Large 
and irregular granules were commoner in the rabbit than 
the rat. A return to the normal appearance began after 
about 2 months but was delayed longer after higher doses 
of carcinogen. Similar results were obtained with 
animals treated with non-carcinogenic hydrocarbons. 

G. Calcutt 


1292. Studies of Dehydrogenases of Tumour Tissue by 
the Methylene Blue Method. (Contributo allo studio 
delle deidrogenasi nei tessuti tumorali con il metodo del 
bleu di metilene) 

E. Ga.uico. Tumori [Tumori] 21, 139-147, 1947. 
22 refs. 


By the Thunberg method with methylene blue com- 
parative estimates were made of succinic dehydrase and 
malic dehydrase in the livers of rats or mice carrying a 
transplanted sarcoma induced with benzpyrene, an 
Ehrlich carcinoma, or a Walker carcinoma. In all cases 
the succinic dehydrase activity was considerably greater 
than that of the malic dehydrase. There appeared to be 
no direct relation between the two. Only very slight 
differences were found between the livers of normal and 
tumour-bearing animals. This is ascribed to the fact 
that the tumours were transplanted ones and had caused 
only slight general systemic effects. The addition of 
malic acid had no effect on the succinic dehydrase 
activity. 

[For detailed results and discussion of the role of 
enzymes in tumour conditions the original paper should 
be consulted.] G. Calcutt 


1293. Experimental Gastric Tumours. (Tumore gastrico 
sperimentale) : 

P. DE Muro. Tumori [Tumori] 21, 148-156, 1947. 
6 figs., 33 refs. 


Attempts to induce tumour formation in the stomach 
are described. Three guinea-pigs each received on 
alternate days a 2-ml. subcutaneous injection of testi- 
cular extract from bulls. Animals were killed after 
50 days, 2 months, and 5 months; the stomachs were 
fixed in 10% formalin and paraffin sections were made 
and stained with haematoxylin and eosin. Macro- 
scopically, in ‘all the mucosa was dense, with slight 
hyperaemia and occasional patches of mucus. Micro- 
scopically, sections from all areas revealed glandular 
hyperplasia and dilatation and congestion of the blood 
vessels. In the animal killed after 5 months an irregularly 
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rounded gross malformation was present in the upper 
region of the lesser curve. The cells were of epithelial 
type and were invading the muscle. Little stroma was 
present. Many nuclei appeared to stain more densely 
than usual. G. Calcutt 


1294. Structural Changes in the Kidneys of Rats with 
Experimental Chronic Hypertension 

B. HALpert and A. GROLLMAN. Archives of Pathology 
[Arch. Path.] 43, 559-565, June, 1947. 2 figs., 7 refs. 


Chronic hypertension was induced in rats by tying 
cotton thread in a figure of eight round one or both 
kidneys (Proc. Soc. exp. Biol., N.Y., 1946, 62, 273), and 
in 2 rats by the removal of one kidney, the other being 
left intact. The authors suggest that neither damage of 
renal tissue nor ischaemia nor intrarenal vascular changes 
are prerequisites for the induction of hypertension but 
that the reduction of the total number of functioning 
nephrons is responsible for the development of the 
condition. In the kidneys constricted by the cotton 
thread there was distorting coarse atrophy with scarring, 
especially near the thread, and varying degrees of fibrosis 
and hyaline changes in the glomeruli. The tubules of 
such glomeruli were either completely obliterated or 
were distended by a homogeneous material staining 
pink with eosin. The only changes in the kidneys not 
operated upon were varying degrees of obliteration of a 
few glomeruli with the usual accompanying alterations 
in the tubules of such glomeruli. There were no arterial 
changes. G. Popjak 


1295. Influence of Diabetes and of the Administration of 


Thiouracil on the Sulphhydryl Content of Tissues. (In- 
fluencia de la diabetes y de la administracion de tiouracilo 
sobre el contenido de Sh en los tejidos) 
B. A. Houssay, C. MARTINEZ, and R. Caputto. Revista 
de la Sociedad Argentina de Biologia [Rev. Soc. Argent. 
Biol.] 23, 248-254, Dec., 1947. 8 refs. 


The injection of sulphhydryl (SH) compounds pro- 
tects against the diabetogenic action of alloxan given 
shortly afterwards. Thiouracil also protects, but only 
when given over a period of time (Martinez, Rev. Soc. 
argent. Biol., 1946, 22, 135). The authors investigated 
the SH content of the tissues in white male rats with 
diabetes due to alloxan or to subtotal or complete pan- 
createctomy, and also in rats treated with thiouracil. 
They used the nitroprusside method of Fujida and 
Numata (Biochem. Z., 1938, 300, 246). Alloxan was 
given intravenously (80 mg. per kilo) or intraperitoneally 
(20 mg. per kilo). Thiouracil was given in doses of 
250 to 300 mg. per kilo per day. 

There was no significant changes in the testis, heart, 
pancreas, or blood. Data for the muscles are omitted 
from this paper. The findings in the liver and kidney 
are given in a table and may be summarized thus: 
(1) Thiouracil for 20 to 30 days increased the SH content 
of both liver and kidney. (2) In alloxan diabetes there 
was a fall in SH content 2 and 19 days after injection of 
the alloxan. (3) Rats given both alloxan and thiouracil 
had an intermediate SH content of liver and kidney. 


(4) Diabetic rats in which subtotal pancreatectomy hag 
been carried out had a low kidney SH content. Wit) 
total pancreatectomy the SH content was low in both 
liver and kidney. The fall in SH in the liver and ki 

due to alloxan is a delayed one, and might be due to the 
associated diabetes. The protective action of thiouragij 
is delayed and differs from that of SH compounds given 
with alloxan. It is associated with a relative increase jp 
unidentified SH compounds in the liver and kidney. 


Mean SH Content, Expressed as Reduced Glutathione, of 
the Livers and Kidneys. 


No. 
of rats 


Standard 


Treatment Deviation 


Normal animals .. | 5-79 

Diabetic, 95% pan- 
createctomy, after \ 
4to 6months .. 

Total pancreatec- 
tomy, after 24 to 
48 hours 

Alloxan _ diabetes, 
nineteenth day .. 

Alloxan, 0 to 24 
hours... 

Alloxan, 48 hours. . | 

Thiouracil, 1 day.. | 

Thiouracil, 20 to 30 
days 

Thiouracil 30 days, | 
discontinued 30 to | 
52 hours an 

Thiouracil 30 days, | 
discontinued 98 
hours... 

Thiouracil 30 days, | 
Alloxan 48 hours 7 


18-1 58-57 


L. P. R. Fourman 


1296. The Influence of Mammalian Environments on the 
Tissue Specificities of the Rous Chicken Sarcoma Virus 
E. W. SHRIGLEY. Cancer Research [Cancer. Res.] 1, 
575-584, Sept., 1947. 14 figs., 6 refs. 


Rous chicken sarcoma virus undergoes variation in its 
tissue specificities when the tumour has been grown in 
the anterior chamber of the guinea-pig eye (Cancer Res., 
1945, 5, 356). The present paper describes transplanta 
tion to the anterior chamber of the eye in strain A mic 
and the variations in the virus produced thereby, com- 
paring them with variations produced by guinea-pig 
transfer. 

After remaining in the mouse eye for periods of up to 
29 days, the transplants were transferred to the breast 
muscle of chicks by means of the trocar, and a high 
proportion grew. No growth was obtained after 15 days 
residence in the mouse eye. After the transfer of the 
tumour from the rodent to the chick, subsequent tumour 
generations were maintained either by intramusculaf 
injections of cell suspensions or by a combination of 
intravenous and intramuscular injection of Berkefeld 
““N” filtrates. Three sarcoma strains thus became 
available: (a) from guinea-pig passage; (6) from mous 
passage; and (c) stock Rous tumour. Chicks receiving 
Rous tumour directly from the guinea-pig eye either 
developed haemorrhagic lesions, indicating that the 
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virus had persisted, or tumours at the site of inoculation 
(3 with extension to the liver). Subsequent transfer of 
these tumours into chicks showed that the tissue specifici- 
ties of the virus had changed, 43% of birds developing 
periosteal tumours; this condition persisted for 8 
chicken transfers. The histology was not otherwise 
altered. Chicks receiving Rous tumour directly from 
the mouse eye also developed haemorrhagic lesions of 
varying intensities, but the incidence of bone lesions 
among the birds inoculated with filtrates was low 
(17-3%), as with the stock Rous tumour. It is concluded 
that residence of the Rous tumour in the guinea-pig eye 
increased the potency of the virus and altered its tissue 
and species specificities. By contrast, the passage of the 
sarcoma through mice had no such effect and may even 
have decreased the potency of the virus. G. M. Bonser 


1297. Partial Separation of the Mammary Tumor Milk 
Agent and a Comparison of Various Sources of the Agent 
C. P. BARNUM, Z. B. BALL, and J. J. BIrrNer. Cancer 
Research [Cancer Res.] 7, 522-528, Aug., 1947. 18 refs. 


Earlier work by Bittner and his collaborators on the 
properties and distribution of the mammary tumour milk 
agent has been extended in the present study, the object 
being to estimate quantitatively the relative amounts of 
the agent in the lactating mammary glands of mice of 
strains A and C3H, and in spontaneous and transplanted 
mammary tumour tissue. Differential centrifugation 
of tissue extracts provided several fractions, the activities 
of which were tested over a range of dilutions on ABC 
female mice of 3 to 6 weeks of age. This mouse strain 
was obtained as follows: 


C57 Black 2? x Ad 
| 
BAF, ? x Ad 
ABC 


The tissues under test were macerated by forcing 
through a press, ground in a mortar with distilled 
water or 0-01 molar phosphate buffer (pH 7-6) in 0-85% 
sodium chloride, and centrifuged for 5 minutes at 500 x g. 
The supernatant fluid was tested for activity by serial 
dilution and then centrifuged at 23,000 x g. for 5 minutes, 
the sediment being resuspended in saline buffer and again 


centrifuged at low speed for 1 minute. These processes 
were repeated 3 times, finally yielding a large-granule 
fraction (“‘ mitochondria ”’). To obtain smaller particles 
the supernatant fluid from the first 5-minute centri- 
fugation at 23,000 x g. was again centrifuged for 1 hour at 
23,000 x g. the pellet resuspended and cleared of large 
aggregates by 5-minute centrifugation at 23,000xg. 
and the opalescent supernant fluid again centrifuged 
for 1 hour at 23,000xg. A final resuspension and low- 
speed clearing yielded a supernatant dispersion referred 
to as the microsome fraction. Still another fraction was 
obtained by final centrifugation at 70,000xg. An 
attempt was made to maintain tissues and buffer solutions 
at 0° C. during all the operations of maceration and 
centrifugation which often lasted from 8 to 10 hours. 
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The various fractions were injected intraperitoneally or 
subcutaneously in amounts varying from 10-? to 10-7 g.- 


equivalents, that is, amounts derived from 10-? to 10-7 g. 


of the original wet tissue. The animals were “ force- 
bred ’’ for 2 or 3 litters and then allowed to breed nor- 
mally; necropsy was carried out on survivors at 2 years 
of age. 

The number of tumours arising, and their time of 
appearance, are shown in tables. The lactating mam- 
mary glands of A strain mice are a potent source of the 
milk agent, some extracts causing tumours at a million- 


_ fold dilution. Similar glands of C3H strain mice are 


less potent, as also are the spontaneous mammary 
tumours arising in this strain. Transplanted tumours, 
obtained from a strain-A mouse and propagated for 
2 generations, proved to be a relatively poor and un- 
reliable source of the milk agent. The agent was found 
both in the large-granule (‘‘ mitochondria’’) fraction 
and in the microsome fraction of extracted tumour tissue, 
and is almost entirely sedimented by centrifuging for 
1 hour at 23,000 g. The amount of the agent remain- 
ing in the supernatant fluid after this treatment is esti- 
mated to be less than 1%. Some difficulties of inter- 
pretation of data in serial dilution tests are discussed. 
H. G. Crabtree. 


1298. The Experimental Production and Development of 
Diffuse Hepatic Fibrosis ( ‘Portal Cirrhosis ”’) 

L. E. Grynn, H. P. Himswortn, and O. LINDAN. 
British Journal of Experimental Pathology [Brit. J. exp. 
Path.] 29, 1-9, Feb., 1948. 2 figs., 38 refs. 


Most workers on nutritional liver injury regard fatty 
infiltration, necrosis, and cirrhosis as successive stages in 
one process, but Himsworth and his associates have 
produced good evidence for an alternative view. They 
believe that two types of nutritional injury can be 
distinguished: (1) massive necrosis caused by a dietary 
deficiency of cystine and leading to post-necrotic scarring; 
(2) diffuse hepatic fibrosis, which is a sequel of fatty 
infiltration and occurs quite independently of massive 
necrosis. The factors which produce the two types of 
injury tend to occur together in nature; thus a meat-free 
diet lacks both cystine and lipotropic factors, such as 
choline, which prevent fatty infiltration of the liver. 

This paper describes the production of fatty infiltration 
and diffuse fibrosis of the liver without any massive 
necrosis. Rats were given diets containing controlled 
quantities of casein, cystine, and tocopherol, the amount 
of each being just sufficient to protect against dietetic 
necrosis. The fat and lipotropic content of the diets 
were varied so as to produce different degrees of fatty 
infiltration of the liver. ‘“* By these means a diffuse 
hepatic fibrosis, without any preceding necrosis, was 
produced and it was shown that the degree and speed of 
development of that fibrosis was proportional to the 
degree and duration of the preceding fatty infiltration, 
the nitrogen and caloric intake being constant in all 
experiments.” The fibrosis was not caused by any 
injurious component of dietary fats, for its development 
was prevented by choline supplements even to the diets 
richest in fat. Moreover, fibrosis followed infiltratioa 
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with endogenous fat produced by choline deficiency on 
diets very low in fat. Other experiments have shown 
that a morphologically identical fibrosis is preceded by 
hepatic infiltration with substances other than fat, and 
the authors conclude that “* infiltration of the liver as such, 
and irrespective of the nature of the infiltrating agent, 
leads ultimately to the development of a diffuse hepatic 
fibrosis ”’. 

The authors showed, by injecting indian ink into the 
spleens of living anaesthetized animals, that the patency 
of the intralobular sinusoids of the liver varied inversely 
with the degree of fatty infiltration. They suggest that 
* infiltration—fatty or otherwise—produces its ill effects 
by retarding the intralobular circulation so that the 
slowly circulating blood in the sinusoids is largely de- 
pleted of some nutriment, essential to the hepatic 
parenchyma, by the time it reaches the centre of the lobule. 
Atrophy of the central cells follows . . . and ultimately 
a diffuse hepatic fibrosis develops ”’. 

[Those interested will find a full and excellent account 
of this subject in Himsworth, The Liver and its Diseases, 
Oxford, 1947.] Martin Hynes 
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1299. Pathology of Skeletal Muscle. (Zur Pathologie 
der Skelettmuskulatur) 

C. HeEDINGER. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 78, 145-151, Feb. 21, 
1948. 2 figs., bibliography. 


Two cases of damage to skeletal muscle after carbon 
monoxide poisoning are reported. The first concerns a 
21-year-old waitress who was admitted to hospital 
unconscious and exhibiting a diffuse swelling of her right 
forearm with erythema and vesicle formation, resembling 
a first-stage burn. The swelling was strictly confined to 
an area which had been exposed to pressure by a bracelet. 
Traces of albumin were found in the urine on the first day 
only. During the following days sensibility of the right 
hand was impaired, but these changes as well as the 
condition of the skin improved gradually. One month 
after the accident, however, contracture of the right hand 
developed; this resembled a Volkmann’s contracture 
and necessitated surgical intervention. At operation 
scar tissue around the median nerve and in several flexor 
muscles of the forearm was removed. A biopsy revealed 
chronic myositis with atrophy and waxy degeneration. 
The second case was that of a 30-year-old mason, who 
remained unconscious for 3 days after severe accidental 
coal-gas poisoning. From the tenth day onwards a 
painful swelling of the gastrocnemius developed, 
measuring about 7x2 cm., in which 74 months after- 
wards numerous small calcareous bodies were demon- 
strable radiologically. The skin was not affected. The 
condition was held to be one of calcification of the calf 
muscle, after muscle necrosis due to carbon monoxide 
poisoning. 

The author was able to trace 28 similar cases in the 
literature, and outlines the following entity. After 
severe carbon monoxide poisoning there is a transient 
albuminuria (rarely glycosuria), and in those parts of the 
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body which have been exposed to pressure a triad may 
develop, consisting of skin damage and loss of sensibility 
and motility. The former resembles a burn. The 
sensibility is reduced distal to the skin lesions. Involve. 
ment of the muscles is shown by paralysis, swelling, ang 
pain, and leads to permanent damage—paralysis, atrophy, 
contracture, calcification. Infection of gangrenous skip 
and underlying muscles may occur, with subsequent 
death. Biopsies show initially hyaline, fatty, or waxy 
degeneration of muscle, with some inflammatory reaction 
and occasional haemorrhage, and calcification and scar 
formation in the later stages. Pathological changes of 
blood vessels are doubtful. 

With regard to the rarity of muscle damage after carbon 
monoxide poisoning, the author suggests that this injury 
is not toxic in nature, but occurs only when compression 
—possibly mechanical hyperactivity—is a superadded 
feature and is the cause of a locally insufficient blood 
supply. In some cases albuminuria, myoglobinuria, 
oliguria, and death due to uraemia have been reported, 
From these observations the author deduces that exten- 
sive muscle damage due to carbon monoxide poisoning 
may produce the complete clinical and _ histological 
picture of the crush syndrome. R. Salm 


1300. Bone Formation and Destruction in Hyperostoses 
Associated with Meningiomas , 

F. FREEDMAN and F. M. Forster. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.) 7, 69-80, Jan., 1948. 5 figs., 49 refs. 


In a study of seven specimens of cranial hyperostoses 
associated with underlying meningiomata the authors 
found that the tumour had invaded the Haversian canals 
of the bone through Volkmann’s canals, and had spread 
for a considerable distance within the diploé of the bone. 
Hyperostosis formation and absorption of bone were 
both proceeding in these areas of invasion by tumour, 
but were not seen except in the immediate neighbourhood 
of tumour cells. There was evidence that these cells 
could without change in their morphology act either as 
osteoblasts or osteoclasts, but typical osteoblasts and 
osteoclasts were usually also present. In a case of 
thinning of bone over a tumour there was also invasion 
of the bone by tumour cells, which lay within depressions 
in the bone and appeared to be acting as osteoclasts. 
The authors support the theory that the cells of a menin- 
gioma can form bone, a hypothesis suggested by the 
common presence of bony plaques or nodules in or 
attached to arachnoid and by the presence of bone in 
meningeal tumours evidently arising from the arachnoid. 
They consider the arachnoid to be derived from multi- 
potential cells of mesenchymal origin; tumour cells 
derived from it can therefore produce fibroblasts, osteo- 
blasts, or osteoclasts or act as the latter two without 
apparent morphological alteration. J. G. Greenfield 


1301. Nodular Epithelioma 

J. PIERARD and A. Dupont. British Journal of Derma- 
tology and Syphilis [Brit. J. Derm. Syph.] 60, 50-56, Feb., 
1948. 8 figs., 12 refs. 
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1302. The Aetiology of ‘‘ Toxic Hepatitis with Ascites ”. 
(QrHONOrHA TOKCHYECKOrO renaTHTa C (remHo- 
qponHaa NHCTpopuA 

M.N.Hanin. Apxus Ilatonorun [Arkh. Patol.] 10, No. 
1, 42-47, 1948. 8 refs. 


A peculiar disease of unknown aetiology appeared in 
Middle Asia and was first described by Mirotchnik in 
1931-32. Symptoms of an acute liver lesion accom- 
panied by ascites are the chief. characteristics of the 
disease. It begins with gastro-intestinal disturbances, 
vomiting, loss of appetite, and diarrhoea, but there is no 
jaundice. The symptoms may disappear or develop and 
ultimately lead to death. It was shown by Terechov that 
the main disease process is localized in the liver and con- 
sists of necrosis of the central part of liver lobules. The 
disease appeared usually at the end of the summer or in 
the autumn and affected a rather limited area. Some 
connexion between the consumption of bread made from 
fresh flour and the outbreak of the disease was noted. 
An investigation of the wheat crop in the affected area 
in 1945 revealed an admixture of 1 to 3% of seed of Helio- 
tropium lasciocarpium, which contains two highly toxic 
alkaloids—heliotropin and lisocarpin (Mienshikov 1932). 

The author investigated the influence of an addition of 
5 to 30% of seed of Heliotropium to the food of 9 rats 
weighing from 90 to 115g. After a 36-hour fast the rats 
received daily 25 g. of food consisting of two-thirds meat 
and one-third bread and a small amount of fat mixed 
with the appropriate amount of the seed. Five rats died 
after 5 to 9 days and had necrotic changes in the central 
part of the liver lobules. Four rats died after 20 to 40 
days; only one rat survived longer than 2 months. Ina 
second group 15 rats were fed on the same diet; 13 died, 
only 2 remained unaffected. Ten control rats fed on the 
diet without the addition of Heliotropium did not show 
any symptoms. A dog of about 5 kg. weight received 
after a 3-day fast a daily diet which consisted of 170 g. 
fat mutton, 50 g. bread, and 25 g. of the seed. The dog 
died after 16 days. Post-mortem examination revealed 
no ascites but liver changes similar to those found in rats. 

The author, concludes that the cause of the disease in 
man is the ingestion of seed of Heliotropium lasciocarpium. 
He suggests that the name “* toxic hepatitis with ascites ”’ 
should be changed to “ heliotropium dystrophy of the 
liver J. Flaks 


1303. Histological Changes in the Liver in Experi- 
mental “ Toxic Hepatitis with Ascites”. (I‘mcromop- 
HOM TOKCHYECKOM FremaTHTe C aCLIHTOM) 

S. M. Mitenxov. Apxus [laronorun [Arkh. Patol.] 
10, No. 1, 48-50, 1948. 1 fig., 8 refs. 


In view of the observed connexion between the inges- 
tion of seed of Heliotropium lasciocarpium and liver 
disease, experiments were undertaken on the effect of 
feeding various animals with the seed, or of injecting its 
alkaloids (heliotropin and lisocarpin). Organs of 11 
guinea-pigs, 3 calves, and 1 cock with experimentally 
induced changes, and of 1 ox, 2 bulls, and 1 cock with 
spontaneous toxic hepatitis, were examined histologically. 
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In the experimental animals a marked hyperaemia and 
stasis in the liver vessels was noted. Changes appeared 
mainly around the central veins, where the adjacent 
liver cells showed vacuolization of the protoplasm and 
karyorrhexis and karyolysis of the nuclei. In many 
parts of the liver, cell destruction and disintegration of 
the trabecular structure could be seen. The process 
originated in the centre of the lobules and spread to the 
periphery, only rarely involving the whole lobule. In 
some animals, in which the course of the disease was more 
acute than in the others, liver lobules were involved to 
varying degrees; in some the changes were very slight, 
while complete destruction was observed in others. In 
a bull, which received in its food about 5 kg. of the seed 
over a period of 4-5 months, the liver showed pronounced 
cirrhotic changes. Individual liver cells were separated 
by bundles of connective tissue, and there were prolifera- 
tion of hepatic ducts and a round-cell infiltration scattered 
over the whole organ. Animals with spontaneous toxic 
hepatitis showed more pronounced cirrhotic changes. 
Connective tissue replaced a great deal of the liver 
parenchyma. In these cases a central beginning of the 
process was also apparent. The route of administration 
of the alkaloids (per os or parenterally) had no influence 
on the histological changes. No significant differences 
were seen between the livers of animals with experi- 
mentally induced changes and the livers of human beings 
suffering from the disease. J. Flaks 


1304. Morphologic Studies of the Intestine in Salmonella _ 


Infection in Guinea Pigs and Mice 

A. ANGRIST and M. MoLLov. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 149-157, 
Feb., 1948. 6 figs. 22 refs. 


The authors, who had noted striking resemblances 
both in symptomatology and in pathological findings 
between typhoid fever and certain salmonella infections, 
notably with S. typhi-murium, describe experiments con- 
ducted with a view to explaining the histiocytic typhoid- 
like reaction localized to Peyer’s patches. 

The effect of strain variation was investigated by 
feeding six different strains of S. typhi-murium to 53 
guinea-pigs, 15 mice, and 3 rats after preliminary anal 
swabbing to exclude pre-existing salmonellosis. Of a 
24-hour broth culture 0-5 ml. was given to the mice, 
2 mi. to rats, and 3 ml. to guinea-pigs. The animals 
were killed at intervals of between 24 hours and 12 days. 
Tissues were first cultured and then fixed in formalin 
and Zenker’s formalin mixture, paraffin sections being 
subsequently cut and stained by haematoxylin and eosin, 
and by the Goodpasture, Giemsa, and MacCallum 
methods. The organism was recovered in most cases. 
Histological changes in Peyer’s patches and mesenteric 
lymph nodes are described in detail with illustrations. 
The lesions were not localized in all cases, and it was 
found that Peyer’s patches are best observed in guinea- 
pigs. Strain differences and virulence had no bearing 
on the mechanism of localization. The route of infection 
is important, for localized lesions have only been pro- 
duced by giving the organism by mouth. 

The possibility of imbalance between virulence and 
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local and general resistance of the host was similarly 
investigated in 25 mice, 11 rats, and 14 guinea-pigs. 
After receiving the same organism by mouth, the animals 
were subsequently given streptomycin by mouth and 
subcutaneously; this appeared to disturb the balance 
in favour of the host, for all three species produced 
with remarkable constancy lesions localized to Peyer’s 
patches. The authors suggest that the resistance of the 
host has an important bearing on localization of lesions 
to Peyer’s patches in salmonellosis. 
R. B. T. Baldwin 


1305. A Search for Carcinogenic Substances in Carcino- 
matous Human Lungs 

P. E. Stemver, D. W. STANGER, and M. N. BOLYARD. 
Archives of Pathology {Arch. Path.] 43, 590-601, June, 
1947. 38 refs. 


The unsaponifiable matter extracted from human lungs 
and dissolved in tricaprylin was tested for carcinogenicity 
by subcutaneous injection into mice. Two to 4 injec- 
tions were given at 4-week intervals, and the experiment 
was concluded 25 months after the first injection. Sixty- 
two extracts were prepared from 106 lungs of 101 persons, 
the lungs extracted being grouped as: (a) lungs contain- 
ing primary carcinoma (12); (6) non-cancerous lungs 
contralateral to lungs containing carcinomata (7); 
(c) lungs from individuals without cancer (23); (d) lungs 
from persons who had a primary cancer elsewhere in the 
body (18); (e) the pooled lungs of stillborn infants who 
had not inhaled air (46). Six sarcomata were induced at 
the site of injection of 4 different extracts. The tumours 
developed in 33-3% of the mice which had been injected 
with these 4 extracts and which were alive at the time of 
the appearance of the first tumour. The percentage of 
mice bearing tumours and surviving for 6 months in 
this group of animals was 18-8. In addition, the 
incidence of lymphatic tumours in one strain of mice 
used was possibly increased above that in the controls. 
The 4 carcinogenic extracts were derived from 1 lung 
in group (5), from the tumour-free lungs of a person with 
carcinoma of the prostate, the lungs of a person with 
hypertension, and the pooled lungs of stillborn infants 
respectively. That the lungs of stillborn infants yielded 
an active extract suggests that the carcinogen is endo- 
genous. G. Popjak 


1306. Lipomelanotic Reticular Hyperplasia of Lymph 
Nodes. Report of Six Cases 
T. C. Larppty. Archives of Internal Medicine [Arch. 
intern. Med.} 81, 19-36, Jan., 1948. 8 figs., 4 refs. 


Full details are given of the clinical and pathological 
findings in 6 patients if the Wesley Memorial Hospital, 
Chicago. Their ages ranged from 48 to 64 years, and 
they had a chronic dermatitis associated with a peculiar 
type of lymph node hyperplasia, a condition first 
described by Pautrier and Woringer in 1937 and now 
claimed by the author to be a distinct clinical entity. 
The cutaneous lesions, which are of variable distribution, 
show erythema, scaling, and excoriation; severe pruritus 
is usually present, and typical exfoliative dermatitis may 
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develop. Microscopically, the epidermis is thicke 
with hyperkeratinization, parakeratosis, and acanthosis, 
and the dermis is infiltrated with lymphocytes, large 
mononuclears, and eosinophils. The lymphadenopathy 
may be widespread, but is most noticeable in the axillg 
and groin, the enlarged lymph nodes being firm and 
discrete but not tender. Microscopically, the normal 
pattern is slightly altered, owing to a gross hyperplasia 
of the reticular cells: some of these contain a pigment 
identified as melanin, while their abundant acidophilic 
cytoplasm is often vacuolated, indicating the presence of 
lipid droplets. The melanin and fat are present in far 
greater amounts than in the normal lymph node or that 
affected by ordinary reticular or follicular hyperplasia, 
Other features include the separation, and apparent 
decrease in number, of the lymph follicles by the reticular 
hyperplasia and infiltration with eosinophils. Fibrosis 
and giant cells are not seen. 

The lymph node hyperplasia is thought to be secondary 
to the dermatitis, being a response to inflammation of the 
skin; the pigmentation represents phagocytosis of 
melanin liberated by the scratching induced by pruritus, 
while the latter is also responsible for the entry into the 
lymphatic system of excessive amounts of cutaneous fat. 
Since, on this hypothesis, it would seem that any lesion 
involving inflammation of the skin with pruritus may 
cause lipomelanotic reticular hyperplasia, there is no 
reason why this should not co-exist with some other 
disease in the lymph nodes. In fact, in 2 of the author's 
cases there was evidence in the blood and lymph nodes of 
monocytic leukaemia of the Schilling type. A _ biopsy 
specimen of a lymph node in 1 case revealed changes due 
to lipomelanotic reticulosis, superimposed on those of 
monocytic leukaemia, but, when an enlarged lymph 
node was examined at necropsy 16 months later, the 
reticular hyperplasia had disappeared and there was no 
evidence of melanin or fat. The possible existence, 
therefore, of a concomitant leukaemia, Hodgkin's 
disease, or lymphosarcoma should not be overlooked in 
diagnosing this condition. Wilfrid E. Hunt 


1307. Karyology of Malignant Epithelial Neoplasias. II. 
The Different Cell Types and their Distribution. (Cario- 
logia del tessuto neoplastico epiteliale maligno. II. 1 
diversi tipi di cellule e la loro distribuzione) 

L. CusMANO. Tumori [Tumori] 21, 107-121, 1947. 
4 refs. 


Smears made from 12 epithelial tumours from the 
uterus or vagina were stained with aceto-carmine and 
examined for mitotic activity. Results are grouped 
according to the following 4 classes: (a) intensely 
coloured chromomeres and small nucleolus; (6) chromo- 
meres not evident and large nucleolus; (c) less intense 
coloration of chromomeres and small nucleolus; (@) 
slightly coloured chromomeres and enlarged nucleolus. 
The numbers of cells in various stages of division were 
also counted and “ karyokinetic indices”’ calculated. 
Findings by these methods contrast sharply with the 
clinical and general histological findings. 


G. Calcutt 
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1308. Karyology of Malignant Epithelial Neoplasias. 
[l. Dividing Nuclei. (Cariologia del tessuto neoplastico 
epiteliale maligno. III. I nuclei in divisione) 

L. CusMANO. Tumori [Tumori] 21, 178-188, 1947. 


22 figs., 38 refs. 


The chromosomes in smears from epithelial tumours of 
the uterus or vagina were stained with aceto-carmine or 
Feulgen stain. Examination revealed cells of normal 
appearance, polyploid cells, or cells with odd numbers of 
chromosomes missing or added; 32% of cells were 
apparently abnormal. There is a discussion on the 
significance of these results. G. Calcutt 
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1309. Transfers of Cell Sodium and Potassium in 
Experimental and Clinical Conditions 

J. R. ELkinton, A. W. WINKLER, and T. S. DANOWSKI. 
Journal of Clinical Investigation [J. clin. Invest.] 27, 
74-81, Jan., 1948. 3 figs., 25 refs. 


A series of investigations were carried out in order to 
identify factors which condition transfers of cations, to 


‘ elucidate the relations between sodium and potassium - 


during movements into and out of cells, and to calculate 
the osmotic adjustments which accompany such ex- 
changes. 

In dogs, hypertonicity and an increased concentration 
of sodium in body fluids were produced by injection of 
2 to 6% sodium chloride solution or by dehydration of the 
subject by means of urea diuresis or prolonged water 
deprivation, while hypotonicity and a lowered concentra- 
tion of sodium were produced by intraperitoneal injection 
and subsequent withdrawal of glucose solution, or by 
infusion of glucose solution into nephrectomized animals. 
Reverse movements of body water were subsequently 
induced by giving water to dehydrated subjects or sodium 
chloride to those with a deficit of sodium or an excess of 
water. Studies were also carried out on human subjects 
with or without food while on a restricted fluid intake, 
on 2 patients with attacks of periodic paralysis treated 
with potassium chloride, on another with congestive 
failure and anasarca, and on a fourth with cirrhosis and 
ascites. Data were also obtained from 2 normal subjects. 
One of these took 240 g. of carbohydrate together with 
20 g. of potassium chloride, and the other took large 
volumes of physiological saline at intervals of 4 and 
6 hours, respectively. The experimental procedures have 
been described in previous papers. 

The results showed that in dogs and human subjects 
potassium left cells far more often than it entered. 
Cellular potassium decreased in a wide variety of experi- 
mental conditions, none of which appeared to be neces- 
sary for such a change. These decrements were observed 
most often, however, in hypertonicity and dehydration 
produced by water restriction or urea diuresis, occurring 
in 26 out of 44 experiments of this type. Hypertonicity 
induced by the injection of sodium chloride, however, 
was associated with a loss of cell potassium in only 6 
out of 19 cases, while hypotonicity resulting either from 
salt depletion or injection of water into animals without 


renal function was accompanied by a decrease in cellular 
potassium in only 9 out of 37 periods. It is pointed out 
that these decreases in cellular potassium occurred with- 
out comparable increases in the extracellular fluid. How- 
ever, when some profound circulatory or anatomical 
disturbance of the renal mechanism was present potas- 
sium did not leave the cells. Hence the ability to 
excrete extracellular potassium is one factor which 
conditions movement of this cation out of cells. The 
entry of potassium into cells appears to depend on the 
availability of an exogenous supply of the cation. With- 
out such a supply potassium entered the cells in only 1 
experiment, whereas large amounts entered the cells of 
each of the 3 patients given potassium. 

Extensive increases of intracellular sodium took place 
solely at the expense of the extracellular cation and 
independently of an exogenous supply. Sodium left 
cells to enter the extracellular fluid in oliguric or nephrec- 
tomized animals, thus differing from potassium. There 
appeared to be no consistent relation between transfers 
of cell potassium and cell sodium. There was, however, 
a rough inverse correlation between the net exchanges of 
cell sodium and potassium and the internal alterations in 
osmotically active cell base, though no significant 
quantitative relation could be detected. It thus appears 
that cell sodium is not merely a substitute for missing cell 
potassium. It seems that cation exchanges across the 
cell boundary are related to metabolic activities of the 
cell and the expenditure of energy rather than to passive 
transfers resulting from differential impermeabilities. 

R. B. Lucas 


1310. Sulfhydryl Reduction of Methylene Blue with 
Reference to Alterations in Malignant Neoplastic Disease 
M. M. Brack. Cancer Research [Cancer Res.] 7, 
592-594, Sept., 1947. 3 figs., 8 refs. 


A significant reversible decrease in methylene blue 
reducing power of plasma from patients with malignant 
disease has been previously reported (Cancer Res., 1947, 
7, 321). In an attempt to evaluate the effect of the 
sulphhydryl group on the reduction of methylene blue, 
a study was undertaken with various compounds con- 
taining SH and S-S groups. In addition, an attempt 
was made to establish a standard method of calibration 
of various samples of methylene blue, so that more 
uniform results would be possible in testing plasma for 
methylene-blue reduction. Methylene blue was reduced 
by boiling with cysteine hydrochloride and with gluta- 
thionine but not with methionine, indicating that a 
free —SH bond is required for reduction. The reaction 
with cysteine hydrochloride was more rapid, possibly 
because in this compound the —SH group is terminal. 
The reaction between cysteine and methylene blue may 
be used for calibration of different samples of methylene 
blue. The reversible decrease in reducing power of 
plasma associated with malignant neoplastic disease 
might be explained on the basis of changes in the spatial 
configuration of the albumin molecule; such changes 
would be reversible and would not necessitate changes in 
amount of total protein of —SH bonds. Therapeutic 
administration of sulphhydryl compounds (such as 
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glutathione in doses of 50 to 100 mg. intravenously) to 
patients with malignant disease caused rigors and fever, 
followed by relief of pain and asthenia lasting for several 
days. There was no apparent effect on the growth of the 
neoplasm. G. M. Bonser 


1311. The Nicotinic-acid Tolerance Test 
A. Erpet. Lancet [Lancet] 1, 368-369, March 6, 1948. 
8 refs. 


The author begins by stating that nicotinic acid given 
by mouth is converted into nicotinamide in the liver by 
aminization, that the quantity of nicotinic acid in excess 
of the liver’s aminizing capacity reaches the systemic 
circulation and causes vasodilatation, and that the 
threshold quantity is about 100 mg. in health, but is 
much increased in hepatocellular lesions and certain 
other pathological conditions, such as herpes, Bell’s 
palsy, and pulmonary tuberculosis. The increase in 
nicotinic acid tolerance in liver disease is reduced, the 
author believes, by administration of cystine. He then 
comes to certain conclusions, based on a series of assump- 
tions, concerning protein breakdown [whether justifiable 
or not the reader will decide]. H. S. Stannus 


1312. Studies in Serum Electrolytes. XV. The Calcium- 
binding Property of the Serum Proteins. (Multiple 
Myeloma, Lymphogranuloma Venereum and Sarcoidosis) 
A. J. RAwson and F. W. SUNDERMAN. Journal of 
Clinical Investigation [J. clin. Invest.] 27, 82-90, Jan., 
1948. 2 figs., 45 refs. 


Diffusible calcium was measured by estimating the 
concentration of calcium in a protein-free ultrafiltrate of 
serum. The amount of calcium bound to globulin was 
estimated from the difference between the concentration 
of calcium in the original serum and the concentration of 
calcium in the same serum after precipitation of the 
globulins with methanol. The remaining calcium frac- 
tion was considered to be bound to albumin. 

Samples of blood were withdrawn under oil without 
stasis and allowed to clot in the refrigerator. The sera 
were separated about 2 hours later, and the analyses were 
made within 48 hours. Protein-free filtrates were pre- 
* pared by suction filtration through casing membranes, 
a Greenberg-Gunther apparatus being modified to 
provide an extra trap and to maintain water-vapour 
saturation within the tube containing the filtrate. No 
protein was demonstrable in the ultrafiltrates by the 
biuret reaction. The specific gravity of the filtrates 
ranged from 1-007 to 1-008. The percentages of total 
solids in sera and ultrafiltrates were obtained by drying 
weighed samples at 100° to 105° C. to constant weight. 

Proteins were estimated by a modification of the 
biuret reaction and the Pregl method for nitrogen. The 
albumin and globulin fractions were separated by the 
method of Pillemer and Hutchinson, in which the 
globulins are precipitated by methanol and separated by 
filtration at a temperature below 10° C. Estimations 
were made by salting out the globulin with sodium sul- 
phate. Calcium concentrations were estimated by a 
modified Kramer-Tisdall procedure. 


Estimations of the albumin-globulin (A/G) ratios 
obtained by methanol precipitation agreed well with 
those obtained by electrophoresis. Other workers have 
found that the value of the A/G ratio obtained by electro. 
phoresis bears a relation to the value of the A/G ratio 
obtained by the salting out method of approximately 
2:3. The present authors found a similar relation 
between the values of the A/G ratios obtained by 
methanol precipitation and by salting out. Assuming 
that globulin does not lose its bound calcium as a result 
of precipitation of the protein, the authors found the 
average value for the calcium-binding property of total 
serum protein in normal subjects to be 0-84 mg. of 
calcium per g. of protein, and that of globulin to be 0-83 
mg. The value for albumin was 0-85 mg. 

In 6 cases of multiple myeloma the calcium-binding 
property of globulin was increased above the normal 
range in 3 sera, was normal in 1 serum, and was below 
normal in 2 sera. In the cases characterized by a pre- 
dominance of the «-globulin fraction, the average cal- 
cium-binding property of globulin is elevated; where the 
B fraction predominates, the average value is normal, 
In 2 long-standing cases of lymphogranuloma venereum 
there was a marked decrease in the calcium-binding 
property of serum globulin, while values at the lower end 
of the normal range were found in 2 early cases, and in | 
case of sarcoidosis. In most of the cases mentioned, the 
calcium-binding power of albumin was also increased, 
especially in 1 case of myeloma in which it was nearly 
7mg. Such increase may be the cause of hypercalcaemia 
observed in some cases of myeloma. Other possible 
factors are increased concentration of serum globulin or 
increased concentration of diffusible calcium. 

R. B. Lucas 


1313. Effect of Thrombin on Erythrocyte Sedimentation. 
(Die Wirkung von Thrombin auf die Blutkérperchensen- 
kung) : 

F. Biochemische Zeitschrift [Biochem. Z.| 
318, 246-250, 1947. 1 fig., 11 refs. 


Previous work (Kniichel, Biochem. Z., 1947, 318, 227) 
has shown that thrombin acts on all dispersed colloids 
and has no specific action on fibrinogen; thus, it causes 
agglutination of colloidal solutions of clay, glass dust, 
and other relatively coarse solutions. This observation 
led to an investigation of the effect of thrombin on 
suspensions of erythrocytes. It was found that the 
substance produces great acceleration of sedimentation 
which is almost certainly due to the thrombin itself, 
although no absolutely pure preparation of the substance 
is available. The effects of different dilutions of thrombin 
on coagulation and on the rate of sedimentation run 
parallel to each other, whereas the addition of anti- 
thrombin to thrombin inhibits coagulation to the same 
extent as it delays sedimentation. ; 

In allergic conditions, delayed sedimentation 1s 
associated with prolonged coagulation time. It is also 
known that infective diseases in which the erythrocyte 
sedimentation rate is high may be accompanied by 4 
tendency to thrombosis, but the author has no extensive 
figures which would permit an exact correlation between 
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coagulation time and greatly increased sedimentation 
rate in infective diseases. He does not exclude the 
ibility that other factors, such as the globulin- 
albumin ratio and the number and shape of erythrocytes, 
may play a part in maintaining and altering the sedimen- 
tation rate. A. Piney 


1314. Thromboplastic Factors in the Estimation of Pro- 
thrombin Concentration 

C. L. Contey and W.1. Morse. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 215, 158-169, 
Feb., 1948. 3 figs., 13 refs. 


The authors report an investigation at the Johns Hop- 
kins University into the factors which influence the 
estimation of plasma prothrombin content of the blood 
during dicoumarol therapy. They compared results with 
four varieties of thromboplastin: (1) in acetone-treated 
rabbit brain emulsion, (2) in two commercial products, 
and (3) in “stypven”’, Russell viper venom. They 
emphasize the need for stating the exact method used, 
since these different agents give different clotting times 
with the same human or dog plasma. A quantitative 
figure can be obtained from curves which depict the 
relation between the prothrombin time and the pro- 
thrombin concentration, expressing as a percentage that 
dilution of a normal plasma which gives the same clotting 
time as the unknown. It is important to use a pro- 
thrombin-free plasma (prepared by treatment with 
barium sulphate powder, incubation at 37°C. for 10 
minutes, and centrifugation) rather than saline as a 
diluent. The authors produce evidence of a clot- 
accelerating component present in prothrombin-free dog 
plasma that resists heating at 56°C. (which destroys 
fibrinogen) but can be destroyed by 5 minutes’ heating at 
65°C., and of a clot-inhibiting component in plasma 
treated with aluminium hydroxide cream to remove 
prothrombin. These two components appear to in- 
fluence the action of rabbit brain and of the commercial 
thromboplastins. E. T. Ruston 


1315. The Granulogram in Non-tuberculous Conditions. 
(Le granulogramme dans diverses affections pulmonaires 
non tuberculeuses) 

R. BENDA and D. As UrGuta. Presse Médicale [Pr. 
méd.] 56, 234-235, March 31, 1948. 4 figs. 


In patients suffering from tuberculosis many of the 
neutrophil polymorphonuclear cells of the blood show 
large, irregular, deeply staining, unequal granules, more 
numerous than in the normal and sometimes agglutinated 
into groups, when stained by Giemsa diluted with water 
of pH 7-0; under the same conditions normal cells are 
found to contain fine powdery granules; a third type 
of cell has increased granularity without increase in size 
or agglutination. These three groups of cells are 
labelled G+ or G++, GN, and G- respectively. If 
one of these groups of cells predominates in a smear 
then the blood can be described by the quality of the 
predominating cell. The authors have already shown 
that: (1) a normal granulogram (GN) excludes tuber- 
culosis; (2) a G+ or G++ granulogram is highly sug- 


gestive of tuberculosis; (3) a G+ granulogram suggests 
either a primary tuberculous infection or a healing lesion. 
The granulogram can be represented on squared paper, 
and the diagram thus made permits some estimate of the 
significance of the individual result, since small deviations 
from the normal formula are of doubiful significance. 
Of 50 patients with lung abscess 31 had normal or G +- 
results, and no evidence of tuberculosis could be found; 
19 had G+ or G++ results, and of these 12 had 
evidence of tuberculosis. In 25 patients with bronchi- 
ectasis, 18 granulograms were normal; of 7 patients with 
a G+ granulogram, 5 were proved to be tuberculous. 
In 12 cases of carcinoma of the lung 8 gave normal 
results; of 4 patients who had a G+ granulogram 2 
were later shown to be tuberculous. In all the non- 
tuberculous patients with a G+ granulogram, the result 
when plotted on the diagram fell near the borders of 
the pathological area, and was therefore of doubtful 
significance. G. Discombe 


1316. A Modification of the Waugh-—Ruddick Test for 
Increased Coagulability of the Blood, and its Application 
to the Study of Postoperative Cases 

S. B. SILVERMAN. Blood [Blood] 3, 147-154, Feb., 1948. 
11 figs., 19 refs. 


Blood coagulation studies were carried out on 43 
subjects. The Waugh-Ruddick test was modified, 
recalcified plasma being used instead of whole blood in 
order to: (1) shorten the time needed to complete the 
test; (2) control the temperature; (3) improve the end- 
point; (4) reduce the minimal amount of blood needed. 
[Full details are given.] By this modified method it was 
found that there was a post-operative increase in blood 
coagulability within 24 hours, which lasted for rather 
more than 7 days, returning to normal before the four- 
teenth day. This may be due to an increase in the 
circulating thromboplastin from the damaged tissue. 

John F. Wilkinson 


1317. The Prothrombin Response to the Parenteral 
Administration of Large Doses of Vitamin K in Subjects 
with Normal Liver Function and in Cases of Liver Disease: 
A Standardized Test for the Estimation of Hepatic Function 
P. N. Uncer and S. SuHapiro. Journal of Clinical 
Investigation [J. clin. Invest.) 27, 39-47, Jan., 1948. 
3 figs., 23 refs. . 


The authors describe a new standardized test for the 
estimation of hepatic function depending on the pro- 
thrombin response to administration of large doses of 
vitamin K. The test was applied in 113 patients, 57 
without and 56 with clinical evidence of liver disease. 
In the latter group 45 gave a positive response to the test, 
6 a doubtful response, and 5 a negative response. The 
authors consider the method an important addition to the 
range of tests of hepatic function, since it deals with 
another activity of the liver. J. W. McNee 


1318. Blood-sugar Levels in Slow Starvation 
M. L. CHAKRABARTY. Lancet [Lancet] 1, 596-597, 
April 17, 1948. 2 figs., 6 refs. 
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1319. The Effect of Relative Concentration on Comple- 
ment Fixation by Identical Amounts of Antigen and 
Antibody 

I. GorDON and G. M. GNESH. Science [Science] 107, 
148-150, Feb. 6, 1948. 14 refs. 


The authors show that, if purified pneumococcus 
polysaccharides and influenza virus A and B are used 
with the corresponding antisera in complement-fixation 
tests, and the amount fixed is measured by determining 
the degree of haemolysis by comparison with a colour 
standard, there is an optimal primary dilution of the 
antigen in addition to the optimal antigen-antibody 
proportion. Even though adjustment of total volume is 
made in 5 to 10 minutes with saline, there is regular 
variation in the amount of fixation when the same 
quantity of antigen is added in different volume to 
similar doses of complement and antibody. It is 
suggested that the explanation may be based on the 
following considerations. Fixation of complement is 
relatively slow. Antigen-antibody reactions are rapid. 
The relative concentrations of antigen and antibody 
affect the composition, amount, and visibility of 
precipitates. The size of aggregates influences the 
amount of complement fixed. G. T. L. Archer 


VIRUSES 


1320. The Use of the Electron Microscope in Diagnosis 
of Variola, Vaccinia, and Varicella 

F. P. O. NAGLER and G. Rake. Journal of Bacteriology 
{J. Bact.] 55, 45-51, Jan., 1948. 19 figs., 8 refs. 


The viruses of variola, vaccinia, and varicella have been 
examined with the electron microscope to determine 
whether their appearance would be sufficiently charac- 
teristic to enable the method to be used for diagnostic 
purposes. 

Variola and varicella viruses were recovered from 
crusts obtained from cases in human beings. Vaccinia 
virus was obtained from an infected calf used for vaccine 
production, and also from standard glycerinated vaccine 
which had been kept in stock for 6 months. Control 
materials were taken from non-specific lesions in human 
beings, such as blisters and superficial burns. The 
elementary bodies of variola and vaccinia presented the 
appearances already described by other workers. The 
vaccinia bodies from stored vaccine were normal in 
appearance. The varicella bodies resembled those of 
vaccinia and variola, being rectangular and often 
arranged in short chains. The average dimensions were 
210 my by 238 my, somewhat less than those of variola. 
This difference in size suggests that the electron micro- 
scope could be used in differential diagnosis if enough 
elementary bodies were measured. D. J. Bauer 


1321. The Nasal Transmission of Pleuropneumonia-like 
Organisms in Mice and Rats 

J. B. Netson. Journal of Infectious Diseases (J. infect, 
Dis.] 82, 169-176, March-April, 1948. 18 refs. 


During the nasal passage of normal lung suspensions in 
mice an intercurrent pulmonary infection developed in a 
single mouse. With further passage, pneumonia and 
otitis media developed in several of the animals, and 
specific pleuropneumonia-like organisms were recovered 
from the lungs and middle ear. The disease was estab- 
lished in mice by the nasal instillation of pneumonic lung 
suspension, of middle-ear exudate, and of pure cultures, 
The infection was also occasionally transmitted by direct 
contact. The disease was limited to the lung, middle ear, 
and nasal passages and thus resembled endemic pneu- 
monia in mice. In the latter condition, however, the 
pneumonia rate was 96% in inoculated mice, as against 
54% in pleuropneumonia, while pleuropneumonia-like 
organisms have not been isolated from mice injected with 
the virus-like agent. The infection was successfully 
transmitted to albino rats by the nasal instillation of a 
mixed lung and exudate suspension from infected mice, 
and was maintained by passage and by direct contact. 
The disease in rats was limited to the middle ear and nasal 
passages. In transmission experiments with pleuro- 
pneumonia, the importance of post-mortem examination 
of the middle ear and nasal passages is emphasized. 

J. L. Markson 


1322. Destruction of Influenza Virus Receptors in the 
Mouse Lung by an Enzyme from V. cholerae 

S. Fazekas DE St. GrotH. Australian Journal of 
Experimental Biology and Medical Science [Aust. J. exp. 
Biol. med. Sci.] 26, 29-36, Jan., 1948. 1 fig., 8 refs. 


When the Australian school of virus workers showed 
that a mucinase secreted by Vibrio cholerae is able to 


inactivate influenza virus receptors on red cells, it became . 


a matter of importance to determine whether the receptors 


in lung tissue could also be inactivated by this enzyme. « 


The lungs of mice were employed, the trachea being tied 
into a cannula through which the fluid under investigation 
could reach the pulmonary epithelium. The lungs them- 
selves were floated in liquid paraffin inside a tube with a 
side-arm, by means of which positive or negative pressure 
could be applied to the external surface of the lungs. 
It was determined that influenza B virus could be adsorbed 
by the pulmonary epithelium, but that if the epithelium 
was first treated with the receptor-destroying enzyme 
adsorption did not take place. In a second series of 
experiments virus was used which had been heated in 
order to inactivate its own receptor-destroying enzyme. 
Such virus was also adsorbed by the pulmonary epithelium 


but was quickly set free again if the receptor-destroying — 


enzyme was introduced into the system. R. Hare 
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VIRUSES 


1323. Isolation and Identification of Influenza Viruses 
During the Epidemic of December, 1945 

M. W. Barnes, H. R. MorGAn, and M. FINLAND. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 33, 309-318, March, 1948. 14 refs. 


Details of the isolation and identification of influenza 
viruses from throat washings obtained from patients 
with clinical influenza in and around Boston [U.S.A.] 
during the epidemic of December, 1945, have been pre- 
sented. Strains of influenza B virus were isolated only 
during the height of the epidemic from patients whose 
convalescent sera showed a rise in antibodies for in- 
fluenza B and not for influenza A. The amniotic route 
of inoculation of chick embryos was the most successful 
for primary isolation of these viruses. Preliminary 
mouse passage was sometimes helpful in establishing the 
virus more rapidly in the embryonated eggs. Evidence 
was presented that at least two antigenically distinct 
strains of influenza B were active in this epidemic.— 
[Authors’ summary.] 


1324. Increased Susceptibility of Mice to Swine In- 
fluenza as a result of Methionine Injections 

D. H. SpRUNT. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 67, 319-321, March, 1948. 1 fig., 3 refs. 


It has previously been found that methionine decreased 
the susceptibility of rabbits to vaccinia, while a poor diet 
or malnutrition increased the resistance of animals to 
virus infections. In the present investigation six groups 
of mice were tested as shown in the table. 


A. Low protein diet. | 2 weeks later 

| LD 50 swine in- 
| fluenza virus in- 
| tranasally. 


15 mg. methio- 2 weeks later 
nine daily by | LD 50 swine in- 
4 intraperitoneal fluenza virus in- 

injection. _ tranasally. 

15 mg. methio- 
nine daily by 
intraperitoneal 
injection. 


| 

| LD 50 swine in- 
| fluenza virus in- 
tranasally. 


| 


All mice on the inadequate diet had lost weight to a 
similar degree by the time of inoculation, but no deaths 
occurred among uninoculated controls B, D, and F. 
Those on an adequate diet (even the survivors after in- 
fection) maintained or increased their weight. Group C 
were most susceptible to infection, group A least sus- 
ceptible. The difference between susceptibility in group 
Cc and in groups A or E was statistically significant. 
Significant differences were sometimes, but not invariably, 
found in the susceptibility of mice in groups A and E. 
G. T. L. Archer 


2 weeks later 
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1325. Prevention of Virus Infection with Enzyme of V. 
cholerae. 1. Studies with Viruses of Mumps-Influenza 
Group in Chick Embryos 

J. D. Stone. Australian Journal of Experimental 
Biology and Medical Science Aust. J. exp. Biol. med. Sci.} 
26, 49-64, Jan., 1948. 5 figs., 12 refs. 


In this paper the ability of the enzyme of Vibrio 
cholerae which destroys influenza virus receptors to 
destroy the receptors in the chorio-allantoic membrane 
of the chick embryo was investigated. If the allantoic 
fluid of the egg was withdrawn by means of a Pasteur 
pipette and replaced with saline containing the virus or 
substances under investigation, the embryo usually 
survived. Influenza virus introduced in this way was 
adsorbed, but if the chorio-allantois had been previously 
treated with the receptor-destroying enzyme this adsorp- 
tion either did not take place or occurred less frequently. 
Experiments were also carried out to ascertain whether 
the receptors were capable of regeneration if the receptor- 
destroying enzyme was removed by draining the allantoic 
cavity, or neutralized by treating it with “ calgon” 
(sodium hexametaphosphate). There was definite evi- 
dence of regeneration of the receptors. 

Considerable variation existed in the ease with which 
the receptor-destroying enzyme prevented infection with 
different strains of influenza virus. For instance, IAN 
and CAM strains of influenza A virus which had been 
recently isolated contrasted sharply with the other in- 
fluenza strains tested, in that the susceptibility of the 
embryo to infection could be destroyed with much smaller 
amounts of enzyme than were needed for inocula of 
comparable size of the other strains tested. R. Hare 


1326. The Nature of Mumps Virus Action on Red Cells 

P. E. Linp. Australian Journal of Experimental Biology 
and Medical Science [Aust. J. exp. Biol. med. Sci.] 26, 
93-106, Jan., 1948. 1 fig., 11 refs. 


This paper, which cannot be adequately summarized, 
reports experiments on the action of mumps virus on the 
red cells of human beings and of fowls. The main 
conclusion reached is that the haemagglutinating activity 
of allantoic fluid containing the virus, its ability to fix 
complement, and its ability to sensitize fed cells so that 
they become specifically agglutinable in the presence of an 
immune serum are all due to the virus particles them- 
selves. R. Hare 


BACTERIA 


1327. Demonstration of Phosphatases and Lipase in 
Bacteria and True Fungi by Staining Methods and the 
Effect of Penicillin on Phosphatase Activity 

M. Bayuiss, D. Giick, and R. A. Siem. Journal of 
Bacteriology [J. Bact.] 55, 307-316, March, 1948. 5 figs., 
5 refs. 


The work described in this paper is based on experi- 
ments by Gomori (Amer. J. clin. Path., 1946, 16, 374, 
and Arch. Path., 1946, 41, 121), whe showed that the 
alkaline phosphatase activity could be demonstrated 
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in microscope preparations by precipitation of the phos- 
phate from the substrate as the calcium salt, which is 
then converted to cobalt phosphate, and finally to the 
black cobalt sulphide. In the case of the acid phospha- 
tase, lead is used instead of calcium, because at the lower 
pH values employed calcium phosphate is soluble. 
Lipase can be seen by first forming a precipitate of the 
calcium salt of the high molecular weight fatty acids that 
are set free by the enzyme reaction. This precipitate is 
then converted into lead sulphide in the same manner as 
for acid phosphatase. Full technical details are given for 
the preparation of the reagents and the actual staining of 
a variety of bacteria and fungi. 

The enzyme activity as demonstrated by staining 
reactions was compared with the results of quantitative 
measurements. It was clear that a negative stain did not 
necessarily mean a complete absence of enzyme but 
merely reduced activity. Penicillin in concentrations 
sufficient to arrest completely bacterial growth did not 
appear to influence the enzyme activity of the bacteria 
tested in this manner. H. J. Bensted 


1328. Serological and Biological Characteristics and 
Penicillin Resistance of Nonhemolytic Streptococci 
Isolated from Subacute Bacterial Endocarditis 

S. S. SCHNEIERSON. Journal of Bacteriology [J. Bact.) 55, 
393-399, March, 1948. 12 refs. 


In 1946, in a series of papers (J. Bact., 51, 711; 717; 
and 724), White, Niven, and others drew attention to 
certain characteristics of a green streptococcus, not 
previously described, which had been isolated from blood 
cultures in a large number of cases of subacute bacterial 
endocarditis. They differentiated it from other viridans 
streptococci by its ability to grow on blood agar contain- 
ing 40% bile, its ability to synthesize large amounts of 
polysaccharide in a sucrose broth, its hydrolyzation of 
arginine, and its fermentation of inulin. The name of 
S. sanguis (or ‘‘ Streptococcus s.b.e”’) was given to this 
organism. 

The present author, following the same method of 
biological classification, finds that Streptococcus s.b.e. 
is a definite serological entity, and confirms the status of 
the new variety. He divides the strains under examina- 
tion into Streptococcus s.b.e., S. salivarius, enterococci, 
and unclassified streptococci. The enterococci, which 
were precipitated with Lancefield Group D streptococcal 
antiserum, were highly resistant to penicillin, but the 
strains belonging to the other groups were reasonably 
susceptible to the antibiotic in vitro. H. J. Bensted 


1329. Studies on the Coagulase-reacting Factor: I. 
The Reaction of Staphylocoagulase with the Components 
of Human Plasma 
M. TAGER. Yale Journal of Biology and Medicine [ Yale 
J. Biol. Med.) 20, 369-380, March, 1948. 13 refs. 


In an attempt to identify coagulase-reacting factor with 
known plasma constituents, plasma was fractionated 
and the activity of the various fractions was tested. The 
methods of fractionation were: (a) precipitation at pH 
5-3; (5) precipitation with ammonium sulphate; and 


(c) fractionation with ethyl alcohol under controlled 
conditions. The factor was present in the pH 5-3 
precipitate, with little or no diminution in titre, and was 
here associated with fibrinogen. With ammonium syl- 
phate precipitation two-thirds of the total coagulase. 
reacting factor came down at 0-45 saturation, and one. 
sixth each at 0-33 and 0-50 saturation. With ethyl. 
alcohol fractionation the coagulase-reacting activity 
diminished as fibrinogen was progressively purified, and 
was evidently distinct from this component. The most 
active fractions were those containing « and f, globulins, 
prothrombin, and lipids. Possible activity of lipids 
could be excluded, since coagulase-reacting activity 
showed little change after extraction of lipids with 
petroleum ether. A plasma ultrafiltrate revealed no 
activity, indicating that the factor was not a trace ion; 
nor could activity be removed by prolonged dialysis of 
plasma, showing that the factor was not a substance of 
low molecular weight. D. J. Bauer 


1330. The Growth of Pleomorphic and Haemolytic 
Streptococci in the Mouths of Healthy Subjects and 
Patients with Scarlet Fever. (Beobachtungen iiber 
das Wachstum von pleqmorphen und hamolytischen 
Streptokokken in der Mundhodhle bei Gesunden und 
Scharlachkranken) 

A. SUNDERMANN, H. BAUFELD, and W. ScHorcut. 
Zeitschrift fiir die Gesamte Innere Medizin [Z. ges. inn. 
Med.] 2, 587-596, Oct., 1947. 14 figs., 36 refs. 


In this paper from the school of Veil, the main advo- 
cate of the theory of focal infection for many years past 
in Germany, an attempt is made to find some relation 
between the growth of the flora of the mouth and changes 
in the climate, with particular reference to haemolytic, 
viridans, and non-haemolytic streptococci. The reported 
observations extended over a year, and different represen- 
tative groups of the population were examined 


periodically. 


The authors state that no investigations on the changes 
of mouth flora have been attempted before [but they are 
apparently unaware of the work of Hoyle (J. Path. Bact., 
1932, 35, 817) who has gone into this question without, 
however, attempting to establish any correlation with any 
single climatic factor]. 

Swabs were taken from 131 persons and examined for 
the presence of haemolytic, viridans, and non-haemolytic 
streptococci, and Staphylococcus aureus, albus, and 
citreus. Graphs of streptococcal growth for the period 
of a year were obtained, and graphs of the incidence of 
streptococci within the groups of persons examined con- 
structed by calculating the percentages of individuals 
carrying the organisms in the throat. 

The following conclusions can be drawn from these 
observations. There is no difference as regards growth 
of haemolytic streptococci and Strep. viridans be 
tween the right and left tonsils. Crests in the curve 
representing incidence of haemolytic streptococci appeat 
more or less uniformly in October, March, June, and July 
with smaller crests in August and September. Maximum 
incidence of haemolytic streptococci coincides with 
minimum incidence of Strep. viridans, and vice versa. 
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During periods of maximal incidence of haemolytic 
streptococci almost 100% of the examined individuals 
carry streptococci, more or less copiously, in their throats. 
Periods of low atmospheric pressure or of frequent 
changes in pressure coincide with maximal growth of 
haemolytic streptococci in the individual and group 
graphs. There is no apparent relation to graphs of 
temperature, sunshine, cloud cover, and rain. Some, 
but no absolute, correlation seems to exist ,between the 

iods of maximal incidence of haemolytic streptococci 
in healthy individuals and the peak periods of scarlatina 
infections. 

In the discussion the authors put forward the view that 
the influence of atmospheric conditions is not exerted 
on the streptoccocal flora directly but by way of action 
on carriers. They state that meteorological changes 
have an influence on the autonomic nervous system, which 
in turn regulates the flow of blood in the small vessels, a 
decreased flow of blood lowering the resistance of tissues 
to bacterial infection. They tend to explain the pre- 
dominance of viridans streptococci during periods of 
low incidence of haemolytic streptococci and vice versa 
by metamorphosis of one organism into the other, 
although they admit the possibility that one form may 
overgrow the other under suitable conditions. [The 
work has been carried out on the assumption that 
streptococci are the sole causative agents of diseases 
associated with focal infection. Apart from the slender 
evidence in favour of the relation between streptococcal 
growth and atmospheric pressure one of the major 
weaknesses of this paper is the neglect of consideration of 
other bacteria of the upper respiratory tract.] 

K. S. Zinnemann 


1331. Protection of Escherichia coli Against Bacterio- 
phage with Citrus Pectin 

F. D. MAureR and D. W. WooLLey. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 67, 379-383, March, 1948. 1 fig., 
9 refs. 


Apple pectin and certain other polysaccharides inhibit 
the action of influenza A virus on erythrocytes and 
multiplication of the virus. Tests for similar inhibition 
of viruses by polysaccharides apparently competing with 
the receptor substance were therefore carried out with 
Bacterium coli and its T, bacteriophage. 

A fresh young culture of a suitable strain of Bact. coli 
was seeded into tubes of synthetic medium. Solutions 
of citrus pectin were prepared as previously described, 


_ and it was found that a minimum of 60 mg. of citrus 
pectin per 6 ml. medium inhibited the action of 10° © 


bacteriophage particles in an inoculum of 10° bacteria. 
Other polysaccharides were tested for protective ability; 
apple pectin and gum acacia were decreasingly effective, 
and starch was inactive. Previous work had led to the 
conclusion that substances which made the medium 
highly viscous protected bacterial cells from destruction 
by bacteriophage. It is here shown, however, that, 
while 60 mg. gelatin per ml. culture fluid is more viscid 
than the pectin medium and protects Bact. coli from 
bacteriophage, gelatin retains its protective power after 


digestion has reduced its viscosity to a low level, while 
another viscous solution (‘‘ tween 80°’) did not prevent 
lysis of the organisms. 

The pectin was not virucidal and it did not prevent 
virus multiplication though protecting the bacteria, the 
conditions thus resembling those obtaining with lyso- 
genic cultures. Viable counts and plaque counts on 
mixtures of bacteria and bacteriophage with and without 
the addition of pectin (100 mg. per ml.) after 15 minutes’ 
incubation of the mixtures indicated that the pectin 
protected from lysis, since attachment of the bacterio- 
phage to the bacteria was not prevented. It seems that 
pectin forms a protective layer around the bacterial cell. 
An apparent therapeutic effect on cultures previously 
infected with bacteriophage was shown to be really due 
to incomplete infection of the bacteria present rather 
than to an action on infected organisms. That this was 
so was demonstrated by viable counts on plates contain- 
ing pectin; a few survivors (protected from later bacterio- 
phage action by the pectin in the plate) were found 
in bacteriophage-treated cultures, but were not detected 
by testing on ordinary media. 

A further test of the hypothesis of competition between 
pectin and a structurally similar virus receptor substance 
has been made by obtaining from erythrocytes suscepti- 
ble to influenza virus a polysaccharide-like substance 
** which does compete with apple pectin for the virus 
acting as a haemagglutinin’. Various attempts to 
extract such a competing substance from Bact. coli, 
however, have failed. G. T. L. Archer 


1332. Fibrin Web Culture of Tubercle Bacilli from Exu- 
dates in So-called Idiopathic Pleurisy. (Die Fibrin- 
spinngewebshautchen-kultur von Tuberkelbazillen aus 
Exsudaten bei sog. idiopathischen Pleuritiden) 

L. Sura. Schweizerische Zeitschrift fiir Pathologie und 


Bakteriologie [Schweiz. Z. Path. Bakt.] 10, 125-135, 


1947. 1 fig., 31 refs. 


A method of growing tubercle bacilli from serous or 
sero-fibrinous pleural exudates is described. Up to 
300 ml. of exudate may be examined in a single culture. 
The method is as follows: 200 to 300 ml. of the exudate 
is kept in a conical flask at 37° C. for 24 hours, after 
which a fibrin web separates out from the exudate. The 
flask is then gently shaken to free the fibrin from the sides 
of the vessel. Most of the liquid part of the exudate is 
poured off. The fibrin web, together with a little fluid, 
is poured carefully into another vessel to which 50 to 
200 ml. of an ascites-nutrient medium are added. The 
volume of the fibrin-web and exudate must not be more 
than 10% of the added nutrient medium. The composi- 
tion of the medium is: Na,HPO,, 2:5 g.; KH,PO,, 
1-5 g.; neutral sodium citrate, 1-5 g.; MgSO,, 0-5 g. [it 
is not stated whether the anhydrous or the heptahydrate 
salt was used]; asparagin, 2-0 g.; alanin, 0-15 g.; gly- 
cerol, 25 ml.; ferric ammonium citrate, 0-05 g.; mala- 
chite green, 1 ml. of a 0-2% aqueous solution; distilled 
water 1 litre; sterile ascitic fluid 100 ml. The vessels 
are sealed with paraffin and incubated. All steps are- 
carried out with aseptic precautions. After 14 to 20 days’ 
incubation the colonies of tubercle bacilli can be seen in 
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the fibrin web; usually there are only a few colonies 
floating freely in the medium. By this method tubercle 
bacilli could be grown from 23 out of 47 cases of so- 
called idiopathic pleurisy. When only 10 to 25 ml. of 
the pleural exudate was used for the separation of the 
fibrin web, the cultures were often negative. The author 
is of the opinion that the so-called idiopathic pleurisy is 
neither an allergic phenomenon nor a perifocal inflamma- 
tion but a true acute tuberculous pleurisy. G. Popjak 


1333. Studies on Certain Biological Characteristics of 
Malleomyces mallei and Malleomyces pseudomallei 
I. Morphology, Cultivations, Viability, and Isolation 
from Contaminated Specimens 

W. R. Mier, L. PANNELL, L. Cravitz, W. A. TANNER, 
and M. S. INGALLS. Journal of Bacteriology [J. Bact.] 
55, 115-126, Jan., 1948. 4 figs., 14 refs. 


The authors have studied 8 strains of Malleomyces 
maltei and 2 strains of M. pseudomallei. Electron 
micrographs showed that the organisms possessed some 
sort of internal structure, since clear areas resembling 
lipid globules could be seen, together with closer areas of 
protoplasmic condensation. Cultural studies were also 
carried out; with forced aeration heavy suspensions of 
the organisms could be produced, containing up to 10!° 
organisms per ml. An investigation of various anti- 
septics showed that whereas iodine, sodium hypochlorite, 
mercuric chloride, and potassium permanganate were 
effective, “lysol” failed to kill the organisms within 30 
minutes. It was found that M. pseudomallei would 
remain viable in tap-water at room temperature for more 
than 8 weeks and M. mallei for 4 weeks. Heavily con- 
taminated specimens were pre-incubated with penicillin 
in saline for 3 hours, and were then plated on to crystal 
violet agar; greater sensitivity could be achieved by 
inoculating suspected material into hamsters, which are 
very susceptible to infection with these organisms. 

D. J. Bauer 


1334. Use of Mueller’s Potassium Tellurite Medium in 
the Detection of Corynebacterium diphtheriae 

M. SAINT-MARTIN. Canadian Journal of Public Health 
[Canad. J. publ. Hith] 39, 148-155, April, 1948. 21 refs. 


In the routine examination of 1,000 specimens for 
Corynebacterium diphtheriae, Mueller’s tellurite medium 
gave a higher proportion of positive results than Pai’s 
medium. Its routine use is recommended. 

G. Payling Wright 


1335. Salmonella from Dogs and the Possible Relation- 
ship to Salmonellosis in Man 

A. H. Wo rr, N. D. HENDERSON, and G. L. MCCALLUM. 
American Journal of Public Health [Amer. J. publ. HIth] 
38, 403-408, March, 1948. 29 refs. 


Outbreaks of human salmonella infection have been 
shown to be epidemiologically related to canine sal- 
monella infection. Because of the possible public health 
significance of canine salmonellosis, an investigation 
was made to determine the extent to which dogs may 


serve as hosts for the salmonella group and the clinical 
manifestations which these organisms may produce jn 
the animals. Faecal specimens were collected from 109 
dogs by means of rectal swabs, which were then dropped 
directly into tetrathionate broth and iticubated for 18 to 
24 hours at 37° C. After incubation, 0-1 ml. was sub. 
cultured upon SS agar, which was incubated for 24 hours 
at 37° C. Non-lactose-fermenting colonies were inocy. 
lated into Hajna’s triple sugar slants. Proteus organisms 
were eliminated on the basis of urease activity. Cyl. 
tures which on triple agar slants gave salmonella-like 
reactions were tésted with polyvalent salmonella serum; 


identification was completed by biochemical reactions 


and antigenic analysis. 

At the Michigan State College Veterinary Clinic and 
the Lansing Animal Shelter 74 dogs were examined, 
Cultures from 5 of 38 dogs with ‘ distemper” yielded 
salmonellae (S. typhi-murium, 2; S. newport, 1; §, 
manhattan, 1; S. minnesota (monophasic), 1), and a 
culture from 1 of 8 dogs with “* gastro-enteritis ” yielded 
S. oranienburg. No salmonellae were isolated from 
28 normal dogs, but from 13 out of 27 dogs in a crowded 
private kennel salmonellae were isolated (S. oranienburg, 
6; S. bredeney, 4; S. cubana, 3; S. minnesota (mono- 
phasic), 1; S. minnesota (diphasic), 1; S. worthington, 1; 
S. give, 1; S. cerro, 1; S. kentucky, 1; S. illinois, 1; 
S. meleagridis, 1; XXVIII: y, 1; Ill, XV: Zy9, 1). 

The combined data of the Veterinary Clinic and the 
Animal Shelter suggested some association of salmonellae 
with distemper or enteritis or both. The pathological 
significance of the organisms in the kennel dogs remained 
obscure. Although almost the whole kennel had been 
affected with enteritis, distemper, or septicaemia during 
the 6 months before the investigation, all but 2 of the 
dogs were clinically normal at the time of examination. 
The authors suggest that the kennel dogs may have been 
transient carriers of salmonellae. All the 16 types of 
salmonellae found in the dogs (with the possible exception 
of XXVIII : y and III, XV : z,9) have been suspected as 
pathogens in man. The work indicates that dogs may 
be more frequent hosts of salmonellae than has formerly 
been realized, and that they should be considered as a 
potential source of infection for man. Joyce Wright 
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1336. Nutritional Requirements of Trichomonas vaginalis 
A. B. KUPFERBERG, G. JOHNSON, and H. SPRINCE. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 304-308, 
March, 1948. 3 refs. 


To determine the essential constituents of the Sprince 
and Kupferberg culture medium (J. Bact., 1947, 53, 435), 
the serum was first diminished by dilution in modified 
Ringer’s solution to estimate the basal requirement. 
With a final concentration of 0-01 ml. per 10 ml. medium 


' there was no growth of the strain of Trichomonas 


vaginalis under test, 0-03 ml. being the minimal growth- 
producing concentration. More uniform results, how- 
ever, were obtained with 0-05 ml., this concentration 
being therefore subsequently employed. By withdrawal 
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the following constituents of the medium were found to 
be necessary. Aneurin hydrochloride, p-aminobenzoic 
acid, pyridoxine hydrochloride, pyridoxamine hydro- 
chloride, pyridoxal hydrochloride, inositol, sodium 
acetate, sodium bicarbonate, asparagine, ribose, adenine 
sulphate, guanine hydrochloride, xanthine, uracil, 
biotin, folic acid, ascorbic acid, choline, riboflavin, 
and nicotinic acid. Pantothenate and phosphate are 
essential but can be supplied without special addition 
if the trypticase and serum levels are sufficiently high, so 
that the original medium can be replaced by the following 
“ simplified trypticase serum ’’ medium. 


Cysteine hydrochloride 1-5 g. 
Maltose 1-0 g. 
Difco agar g. 


Distilled water to make 50 ml. 
Adjust to pH 6-0, dissolve agar by heat, filter, and add 
methylene blue as indicator if required. Readjust pH 
and volume if necessary, tube off, autoclave, and com- 
plete by adding 0-5 ml. sterile human serum to each 
9-5 ml. G. T. L. Archer 


1337. Growth of Protozoa in Tissue Culture. V. 
Leishmania donovani 

F. HAWKING. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg. 41, 545-554, Jan., 1948. 23 figs., 15 refs. 


The author describes the growth of Leishmania 
donovani in tissue culture at 37°C. Small portions of 
spleen removed from infected hamsters were placed on 
pieces of coverslip attached to the floor of a Carrel flask 
and surrounded by a fluid medium consisting of 20% 
rabbit serum, 5 to 20% chick embryo extract, phenol red, 
and Tyrode’s fluid. The medium was changed every 
5 days or whenever it became acid. In some cases 
L. donovani cultures containing the flagellate forms were 
inoculated into explants from the spleen of normal 
hamsters. The author examined growth of the cells and 
parasites by making preparations on coverslips, fixing in 
Schaudinn’s fluid, and staining by Giemsa’s method. 
The parasites showed abundant growth for as long as 
32 days. In the early stages they were found within 
monocytes, and later also within macrophages, giant cells, 
and sometimes fibroblasts. In the majority of cases the 
parasites were intracellular in the leishmanial stage, like 
that assumed by them in the mammalian host, but after 
16 days’ growth in some of the cultures the host cells 
ruptured and released the parasites, which assumed the 
leptomonad form. The flagellate forms continued to 
grow and multiply outside the host cells at 37°C. The 
factors responsible for the transformation of leishmanias 
into flagellate forms, which are characteristic of Leish- 
mania in the vector and in cultures kept at 25° C. and 
below, could not be determined. However, transforma- 
tion was apparently not due to lowering of the tempera- 
ture during the period of examination, for a culture kept 
at 30° C. from the tenth day onwards remained free of 
leptomonads for 8 days. The parasites were readily 
transmitted from infected to normal hamster spleen 


‘ a small flask and the effects of the drug. . 
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explants, when the two were grown in the same flask. 
Likewise, tissue cultures from hamster spleen incubated 
at 37° C. were successfully infected by flagellates inocu- 
lated from cultures kept at 25°C. Some of the parasites 
entered the cells, assuming the leishmanial form, while 
others multiplied in the leptomonad form in the fluid 
medium at 37° C. 

A detailed description, illustrated by figures and 
photomicrographs, is given of the various forms assumed 
by L. donovani in tissue cultures. It is thought that 
“these cultures should be convenient for chemo- 
therapeutic investigations of anti-leishmanial compounds, 
since parasite, tissue cells, and drug could be combined in 
. conven- 


iently ascertained within a few days”’. C. A. Hoare 


1338. Cultivation of Toxoplasma in the Developing 
Chick Embryo 

J. O. MACFARLANE and I. RUCHMAN. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 1-4, Jan., 1948. 2 figs., 5 
refs. 


The cultivation of a human strain of Toxoplasma in 
developing chick embryo is described. The cultures, 
which were started from parasites of the 304th to 344th 
intracerebral passages through mice, were inoculated into 
the yolk sac and incubated at 37°C. The toxoplasms 
carried through serial passages (up to 27) behaved in a 
uniform manner, killing the embryos between the fifth 
and sixth days from the time of inoculation, while the 
LD 50 titres tested on mice remained about the same. 
The chorio-allantoic membranes contained the greatest 
number of parasites, but the yolk sacs had only slightly 
fewer. Small numbers were also present in the embry- 
onic fluids and viscera. The concentration of parasites 
in the embryo gave LD 50 titres of from 10~4°5 to 10-5"°, 
Comparative titrations performed in mice and chick 
embryos inoculated with similar doses—that is, 0-5 ml. 
per egg and per mouse (intraperitoneally)—revealed 
identical LD 50 titres. It was thus demonstrated that 
the embryonated egg represents a satisfactory titration 
medium. The storage of infected membranes at 4° C. 
yielded viable toxoplasms for periods of up to one 
month. Inoculation of infected embryonal tissues 
caused disease in mice, rats, chicks, rabbits, and rhesus 
monkeys. It was also shown that neutralization tests 
could be carried out in the chick embryo. 

C. A. Hoare 


IMMUNITY 


1339. Hemagglutination by Bacterial Suspensions with 
Special Reference to Shigella alkalescens 

J. J. Grirritus. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N. Y.] 67, 358-362, March, 1948. 10 refs. 


The agglutination of red cells by various viruses has 
received much attention, but the agglutination of the cells 
of various animals by bacteria reported by a number of 
workers in the early years of this century is a neglected 
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subject. More recently the agglutination of erythrocytes 
by saline extracts of Haemophilus pertussis, H. para- 
pertussis, and H. bronchisepticus has been reported. 

The author examined the effect of a large number of 
bacterial species on group O Rh-negative red cells after 
1 hour at 35° C. No effect was produced by coliform, 
proteus, salmonella, or lactobacillus species tested, nor 
by Staph. aureus, Strep. faecalis, Brucella abortus, Br. 
melitensis, Bacillus anthracis, or Corynebacterium diph- 
theriae. On the other hand, agglutination was produced 
by Strep. pyogenes (1 of 2 strains), Vibrio cholerae (7 of 
10 strains), Br. bronchiseptica, H. pertussis, and Shigella 
alkalescens. Agglutination by the latter was the most 
rapid and the most marked observed, and was further 
studied. The phenomenon was apparently independent 
of known human blood agglutinogens since the reaction 
was observed on cells of all types and also on Rhesus 
monkey cells and hog cells. The cells of the common 
domestic and laboratory animals were not agglutinated. 
The agglutinin was: (1) absent in a Berkefeld filtrate of a 
broth culture; (2) only present in small quantities in the 
supernatant after exposure of a suspension to sonic 
vibration; (3) present in high titre (1 in 256) in the super- 
natant of heavy suspensions rapidly frozen and thawed 
12 times; (4) removed from the bacteria by repeated 
saline washing (though washing of the erythrocytes had 
no adverse effect on the reaction); (5) thermolabile; 
(6) effective at 5° C. and 56° C. as well as at room 
temperature; (7) developed to a maximum after about 
5 to 7 days’ incubation, after which the titre fell; (8) 
absent from bacteria specifically agglutinated by rabbit 
antiserum and then washed; (9) absent from subcultures 
from agar cultures kept at 5° C. for 6 weeks. Since 
serum does not enter into the reaction, the latter differs 
from the pan-agglutination of the cells produced when 
certain corynebacteria and cocci are allowed to grow in 
their presence (the Thomsen phenomenon), and from the 
panagglutinating effect conferred on serum by growing 
certain organisms in it. 

[This haemagglutinating substance resembles, in its 
lability at least, the inhibitor of somatic agglutination 
described as occurring in opaque variants and cultures 
of Shigella alkalescens by the abstracter in 1940.] 

G. T. L. Archer 


1340. Demonstration of Protective Enzymes against 
Haemolytic Streptocecci, Lactic Acid Streptococci, and 
Diphtheria Bacilli in the Urine of Patients and Healthy 
Subjects by a Quantitative Modification of Abderhalden’s 
Reaction. (Der Nachweis von Abwehrfermenten gegen 
haemolysierende Streptokokken, Milchsauerestrepto- 
kokken und Diphtheriebakterien im Harn von Kranken 
und Gesunden mit Hilfe einer quantitativen Modifi- 
kation der Abderhaldenschen Reaktion) 

H. Ursacu. Zentralblatt fiir Bakteriologie, Parasiten- 
kunde, Infektionskrankheiten und Hygiene, Abt. 1, 
Originale (Zbl. Bakt. (1. Abt. Orig.)| 152, 367-376, Jan. 7, 
1948. 8 refs. 


A quantitative modification (Nowitzki’s modification) 
of Abderhalden’s reaction is described in detail in 4 
stages: (1) preparation of bacterial substrate; (2) 


recovery of protective enzymes from the urine; (3) 
bringing the protective enzymes into effective contact with 
the bacterial substrate; and (4) measuring the products 
of cleavage by the ninhydrin reaction. Tests were made 
with the urine of individuals suffering from scarlet feyer 
and diphtheria, while healthy persons and those Suffering 
from internal diseases served as controls. No protective 
enzymes reacting with the scarlet fever streptococci were 
recovered from the urine of scarlet fever cases. The 
protective enzymes digesting the lactic acid streptococci 
were present in greater amounts than other types of 
enzymes. During the first 4 weeks of the disease there is 
a gradual reduction in the amount of protective enzymes, 
though occasionally an increase occurs during the third 
week of scarlet fever. In cases of diphtheria only 5% 
of protective enzymes digested Corynebacterium diph- 
theriae substrates, while the anti-streptococcus enzymes 
were always present, most of them digesting the lactic 
acid streptococci. Among patients suffering from 
pneumonia, pleurisy, and other diseases accompanied by 
high fever only those protective enzymes digesting the 
streptococcal substrates were found. About 20% of 
healthy persons had anti-scarlet fever streptococci 


enzymes, 66% had anti-haemolytic streptococci enzymes, 


and 36% anti-lactic acid streptococci enzymes. It was 
impossible by using the Nowitzki modification of 
Abderhalden’s reaction to differentiate between scarlet 
fever streptococci and pyogenic haemolytic streptococci 
of heterogeneous origin. H. P. Fox 


1341. Immunochemical Studies on Blood Groups. VI. 
The Cross-reaction between Type XIV Antipneumococcal 
Horse Serum and Purified Blood Group A, B, and O 
Substances from Hog and Human Sources 

E. A. Kasat, A. Benpicu, A. E. Bezer, and V. KNAus. 
Journal of Experimental Medicine [J. exp. Med.] 87, 
295-300, April, 1948. 12 refs. 


A number of purified A and O blood-group substances 
from the stomach lining of individual hogs were tested 
against Type XIV antipneumococcal horse serum by 
adding increasing quantities of the blood group sub- 
stances to constant volumes of antiserum at 0° C., the 
total volume being kept constant. The tubes were kept 
in the refrigerator for a week and were shaken daily, the 
precipitates were separated, and the nitrogen was esti- 
mated by the Markham micro-Kjeldahl method. Con- 
trary to expectations, there was wide variation in the 
amount of nitrogen precipitated by 500 yg. of the sub- 
stances. 

This variation in ability to precipitate with Type XIV 
antiserum was observed with group A substance pre- 
pared from human saliva and stomach and with group O 
substance from saliva and stomach. Group B substance 
from human saliva also precipitated with Type XIV 
antiserum. These experiments provide an explanation of 
the observation that human erythrocytes of blood groups 
A, B, and O are all agglutinated by Type XIV anti- 
pneumococcal horse serum. The information available 
does not explain the wide variation in the cross reactivity 
of A or O substances from hog or human sources with 
Type XIV antipneumococcal sera. R. Hare 
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1342. Physiological Jaundice of the Newborn. Some — 
New Measurement of the Factors Concerned 

P, L. MoLuison. Lancet [Lancet] 1, 513-515, April 3, 
1948. 1 fig., 24 refs. 


The author summarizes previous work which supports 
the theory that jaundice in the newborn is due to a 
functional immaturity of the liver. The excess of bili- 
rubin formed in the first few days of life could be excreted 
by a liver of mature function and jaundice would not 
appear. 

The extent of postnatal haemolysis was studied. Blood 
from the placenta of a newborn infant was transfused 
into a second newborn infant, and the survival of the 
transfused erythrocytes estimated by the differential 
agglutination method of Ashby. As a control, erythro- 
cytes from adults were transfused to other infants or 
occasionally to the same infant, and their survival was 
estimated. From observations extending to 80 or 90 days 
it was shown that the rate of breakdown of a newborn 
infant’s own erythrocytes during the first 10 days of 
life is about twice that of the erythrocytes obtained from 
adults. When allowance is made for the relatively high 
mean corpuscular volume in the infant, it may be con- 
cluded that the production of bilirubin during the first 
10 days is 3 times as great as in the adult. Nevertheless, 
this is not an amount which would produce in the adult 
the high serum bilirubin levels which are encountered in 
the newborn. It is suggested that the accelerated rate of 
red cell destruction in the infant during the first 10 days 
is due to the less homogeneous population of erythrocytes. 
The bulk of the erythrocytes have a survival time not 
much shorter than that of the erythrocytes obtained from 
anadult. The author also found that the rate of removal 
of bromsulphalein from the plasma of the newborn infant 
is strikingly lower than the rate observed in healthy adults. 

Because the estimation may be affected by different 
rates of growth in different infants, the author is carrying 
out further experiments in which placental erythrocytes 
and adult erythrocytes are transfused to the same infant 
and their survivals are studied simultaneously. 

J. B. Hannah 


1343. A Study of an Enriched Cereal in Child Feeding 
C. Ursacu, P. B. Mack, and J. Stokes. Pediatrics 
[Pediatrics] 1, 70-82, Jan., 1948. 37 refs. 


During the school years 1943-4 and 1944-5 under- 
nourished elementary school children who were receiving 
school lunches were divided into 3 groups. Group A 
received a cereal enriched by predigested protein, 
calcium, iron, copper, aneurin, riboflavin, nicotinamide, 
and pantothenic acid; group B received a common 
farina of equal caloric value; and group C no added 
cereal. In 73 of the first group, 59 of the second, and 
73 of the third the investigation was completed. The 


M—2c 


feeding programme lasted for 7 months in each school 
year. 

Little haematological change was noted in any group. 
Both groups receiving added cereal compared favourably 
with the third as.egards weight increase and lowering of 
the blood phosphatase. In the group receiving the 
enriched cereal the increases in vitamin A and ascorbic 
acid in plasma were greater than in the other two groups, 
although the enriched cereal contained neither of these. 
Scoring based on such factors as skin condition, pallor, 
skeletal status, musculature, subcutaneous tissue, plantar 
contact, hair lustre, nervous habits, alertness, and fatigue 
gave improved figures in 36-5% of children in group A, 
in 22-8% of those in group B, and in 15-6% of those in 
group C. Group A was also superior to both other 
groups as regards urinary output of riboflavin, improve- 
ment in skeletal maturity and mineralization, retardation 
of increase of dental caries, recession of corneal vasculari- 
zation, and improvement of the condition of the gums. 

[This paper seems to be a somewhat laborious demon- 
stration that increasing the food intake of undernourished 
children improves their nutrition.] 

J. Vernon Braithwaite 


1344. Use of Mesoxalyl Urea (Alloxan) in Treatment of 
an Infant with Convulsions Due to Idiopathic Hypoglycemia 
N. B. TAtsot, J. D. CrRAwrorb, and C. C. BAILEY. 
Pediatrics [Pediatrics] 1, 337-345, March, 1948. 4 figs., 
27 refs. 


An account is given of a case of convulsions, accom- 
panied by hypoglycaemia, in an 8-month-old female baby. 
The common causes of infantile convulsions were ex- 
cluded. Special tests, carried out to explain the hypo- 
glycaemia on the basis of disease in the liver and adrenal 
cortex, were negative. Adjustment of the diet ruled out 
a functional alimentary hypoglycaemia. No _ gross 
disease of the pancreas, liver, or adrenals was found on 
exploratory laparotomy, and microscopical examination 
of a portion of the pancreas showed no abnormality of 
the islets of Langerhans. 

Although the cause of the hypoglycaemia was not dis- 
covered, it was decided to reduce the insulin activity of 
the pancreas.. For this purpose mesoxalyl urea (a pyrimi- 
dine derivative of urea, known as alloxan) was used. This 
substance is known to have a damaging effect upon the 
islets of Langerhans in both man and animals. It was 
given intravenously for 1 week in two periods in hospital. 
There was a rise in the blood-sugar level to within 
normal range during a period of 9 months’ observation 
after the child was discharged from hospital; the 
clinical signs of hypoglycaemia disappeared; convulsions 
continued, but were of a different type, and a pneumo- 
encephalogram at the end of the period of observation 
showed internal hydrocephalus. 

In their comments and conclusions the authors are 
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satisfied that the raising of the blood sugar was due to 
mesoxalyl urea, but they decline at present to attribute 
this to a lowering of insulin production. Evidence of 
the relation between lesions of the central nervous system 
and hypoglycaemia is variable; in some cases severe 
hypoglycaemia has been shown to cause cerebral damage, 
while in others the cerebral damage has preceded and 
caused the low blood-sugar level. The authors call 
attention to cases in human beings in which mesoxalyl 
urea has proved fatal through its toxic action upon the 
liver and pancreas. But they consider that the drug, 
** though potentially dangerous”’, is worth further cautious 
trial in convulsions associated with hypoglycaemia... 
C. McNeil 


1345. The Absorption of Orally Administered Emulsified 
Lipid in Normal Children and in Children with Steatorrhea 
Cc. D. May and C. U. Lowe. Journal of Clinical 
Investigation |J. clin. Invest.] 27, 226-230, March, 1948. 
12 refs. 


Vitamin-A absorption curves were obtained in three 
groups of children—14 normal children, 14 with pan- 
creatic fibrosis, and 6 with steatorrhoea—after a 12-hour 
fast. The plasma vitamin A was determined with a 
photo-electrometer (May and McCreary, J. Pediat., 1941, 
18, 200). Unemulsified vitamin A esters (‘‘ oleum per- 
comorphum”’) produced an average maximum rise in 
14 normal children of 258 units, comparable to that 
previously reported; in 7 children with pancreatic 
fibrosis the rise was 7 units and in 6 patients with steator- 
rhoea 40 units. Whena 15% vitamin-A acetate emulsion 
in “ tween 20”, average particle size 0:5 to 10 yw, was 
administered the corresponding rises in the plasma 
vitamin A were 232, 119, and 49 units. The addition of 
pancreatin to unemulsified vitamin A esters gave an 
average maximum rise of 77 units in 3 normal children, 
and of 58 units in 5 children with pancreatic fibrosis. 
In 2 subjects with fibrosis of the pancreas the administra- 
tion of crystalline vitamin A alcohol produced an 
average maximum rise of 104 units. These results are 
interpreted as showing an enhanced absorption of food 
lipids by children with steatorrhoea when a finely 
emulsified lipid is given, C. C. N. Vass 


1346. Intravenous Procaine in the Treatment of Toxaemic 
Syndromes in the Infant. (La novocaina endovenosa nel 
trattamento delle sindromi tossiche del lattante) 

E. SorAGNI. Clinica Pediatrica (Clin. pediat., Bologna] 
30, 45-54, Jan., 1948. 34 refs. 


The author discusses the use of intravenous procaine 
in the treatment of 18 cases of gastro-enteritis with 
toxaemia, in the University of Modena. One patient 
was 3 years old, while all the others were between 15 days 
and 12 months old. In 11 cases the cause was primarily 
intestinal, while in the remaining 7 cases there was a 
parenteral infection. In all cases there was diarrhoea, 
vomiting, dehydration, and a toxic facies, and in addition 
most children had albuminuria and pyrexia. The pro- 
caine (1% solution) was injected into the longitudinal 
sinus or jugular vein in doses of 0-02 g., diluted in 10 to 


20 ml. of hypertonic glucose or normal saline, The 
injection, which may be repeated up to 4 times in 24 hours, 
was given very slowly (1 to 2 minutes) and the dose was 
reduced to 0-01 g. in two of the smaller infants ang 
increased to 0-025 g. in the child aged 3. Other treat. 
ment was also given (subcutaneous infusions, diet 
chemotherapy). There were no toxic manifestations due 
to the drug. ; 

In cases responding favourably there was almost 
immediate improvement of the toxaemic state. In | 
cases the result was a sudden “ resuscitation” within 
10 to 15 minutes. In 5 cases the result was good but 
not quite so dramatic, some evidence of toxaemia per- 
sisting. In 2 cases the condition hardly changed. The 
beneficial result was permanent in 10 cases. It lasted for 
a few days in 2 cases and only for a few hours in the 
remaining 6 cases. The final results were: 12 recoveries, 
3 deaths among the intestinal group, and 3 deaths among 
the parenteral group. The author discusses the literature 
on the mechanism of the toxaemic syndrome, stressing 
particularly neuro-vegetative and possibly endocrine 
factors, the action of histamine or histamine-like sub- 
stances, and the consequent metabolic derangement. 
Procaine in vivo is split into diethylaminoethanol and 
p-aminobenzoic acid, which is probably the active con- 
stituent. Procaine presumably acts as an antihistamine 
drug and as an antagonist to acetylcholine (thus depress- 
ing the parasympathetic). P. E. Polani 


1347. A Study of the Pathology of the Endocrines in 
Mongolism. (Contributo anatomopatologico allo studio 
delle ghiandole a secrezione interna nell’idiozia mongo- 
lide) 

A. Prassout. Policlinico Infantile [Policlin. infant.] 16, 
76-100, Feb., 1948. 5 figs., 54 refs. 


The author describes the post-mortem findings in a 
case of mongoloid idiocy, studied in the University of 
Pavia. He reviews the necropsy findings reported by 
various authors with reference to the morbid anatomy 
of the brain, thyroid, parathyroids, thymus, adrenals, 
hypophysis, and ovaries. In the case here reported, 
that of a female baby, aged 6 months, who died of inter- 
current illness, the author found the following patho- 
logical changes. The left cerebral hemisphere was 
definitely underdeveloped. There was asymmetry of the 
convolutional pattern with marked hypoplasia of the 
frontal lobes and a primitive appearance of the convolu- 
tions, the sulci being very shallow. The left parietal 
and temporal lobes were atrophic. Microscopically the 
cortical cells appeared smaller than normal and the 
cellular strata were very close to one another. There 
was a general diminution of nervous fibres. 

The thyroid was rather small, with an increase of fibrous 
connective tissue. The subcapsular part of the gland 
contained follicles of various sizes, all devoid of colloid 
substance. More centrally the follicles were replaced 
by solid cellular cords. This central portion was 
definitely embryonic in character. The thymus, of 
about half the normal weight, showed an increase if 
connective tissue. The numerous Hassall corpuscles 
were abnormally large and some had degenerated to 
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form pseudocystic cavities. In the parathyroids there 
was marked development of fibrous connective tissue. 
Only one type of cell was present, a fact which, according 
to the author, was due to the age of the child. The 
adrenals were quite small, and microscopically there was 
hyperplasia of the cortex. This finding suggests a 

normal function. The hypophysis appeared normal on 
naked-eye examination. Acidophilic cells were relatively 
few in number. The ovaries were normal except for an 
increase in the connective tissue. The author considers 
that the essential feature of endocrine pathology is a 
hypoplasia of the thyroid, thymus, and parathyroids. 

P. E. Polani 


1348. Does Pertussis Activate Tuberculosis? 

J. A. Toomey, J. C. BERNO, and H. AGustsson. Journal 
of Pediatrics [J. Pediat.) 32, 260-265, March, 1948. 
3 refs. 


A 5-year-old child, suffering from pertussis and 
bronchopneumonia, was admitted to hospital and died 
a month later; at necropsy the bronchopneumonia was 
found to be a manifestation of diffuse disseminated 
miliary tuberculosis. The child had been exposed to 
tuberculous infection, but on admission to hospital a 
tuberculin test was negative, and it appeared at first 
that pertussis had contributed to, or activated, tuber- 
culosis, the negative tuberculin test being due to delay in 
the allergic phase. Caseation and fibrosis were found in 
the hilar lymph nodes. These were therefore infected 
at least 3 months before death, whereas the pertussis 
developed only a month before death; nevertheless, the 
development of miliary tuberculosis might have been 
due to pertussis. Other similar cases were investigated 
by the authors. 

In 38 of 1,747 patients admitted to hospital from 1938 
to 1947 with pertussis, there was some connexion with 
tuberculosis. In 23 the tuberculin test was positive, in 
the remainder it was negative. Of those patients giving 
a positive reaction, 19 showed clinical signs of tubercu- 
losis. An analysis of the 19 patients was carried out. 
Nine patients had pulmonary tuberculosis with primary 
active complexes without parenchymatous involvement. 
None showed any re-activation; 8 of the lesions healed 


‘ while the patients were still in hospital and the ninth 


lesion was healed 6 months later. Nine patients on 
admission had either tuberculous pneumonia or a large 
infiltration. In 4 of these, who had been transferred 
from a sanatorium, healing of the tuberculosis continued 
in spite of the pertussis. In 4 other cases active tuber- 
culosis was diagnosed for the first time on admission. 
In all the tuberculous process spread while the patients 
were in hospital, in 2 only after clinical recovery from the 
pertussis. In 3 of these patients it was possible to deduce 
that the tuberculosis preceded the whooping-cough. In 
all the cases the tuberculosis appeared to run its expected 
course unaltered by pertussis, and the patients recovered. 
One patient had paroxysmal cough with emesis and fever 
3 days before admission. Five days later the tuberculin 
reaction was negative; the white blood cell count was 
26,400 per c.mm., with 84% of lymphocytes. A radiograph 
revealed pneumonia in the right lung. Seven days later 


the tuberculin reaction was positive. Five weeks later 
cross-infection with measles occurred and 11 days after 
this the radiograph revealed miliary tuberculosis. The 
infection with tuberculosis preceded the pertussis, but 
the effect of the pertussis and the rubeola on the tuber- 
culosis cannot be determined. ; 

In the presence of acute measles or pertussis, radio- 
graphs of the chest may suggest the appearance of 
miliary tuberculosis, and the diagnosis should be con- 
firmed by a tuberculin test. Pertussis may possibly 
activate tuberculosis, but all the evidence is against it. 
The reactivation of tuberculosis following pertussis is so 
rare that it is probably a coincidence. 

B. S. P. Gurney 


1349. The Heart in Normal Infants and Children. In- 
cidence of Precordial Systolic Murmurs and Fluoroscopic 
and Electrocardiographic Studies 

N. Epstein. Journal of Pediatrics (J. Pediat.] 32, 39-45, 
Jan., 1948. 1 fig., 12 refs. 


This paper records the clinical, radiological, and 
electrocardiographic findings in a group of 260 presum- 
ably normal children, varying in age from birth to 14 
years. Each child was examined at least 4 times a year, 
and the average duration of observation was about 
5 years. Over 50% of the children who were under 7 
years of age had systolic murmurs, and a murmur was 
audible in 66% of the children between the ages of 8 
and 14 years. Radiological examination in the postero- 
anterior position showed that the heart was normal in 
shape in all cases. In the right anterior oblique position 
none of the patients revealed evidence of enlargement of 
the left ventricle. On the other hand, in the left anterior 
oblique position the angle of clearance of the left ventricle _ 
was 50 degrees + in 90% of the children. No statistical 
differences were obtained by comparison of the electro- 
cardiograms of children with and without murmurs at 
various age levels. In about 18% of the patients there 
were sporadic electrocardiographic abnormalities. 

Jas. M. Smellie 


1350. Acrodynia: A New Treatment with BAL 
L. Brvincs and G. Lewis. Journal of Pediatrics [J. 
Pediat.] 32, 63-65, Jan., 1948. 1 ref. 


This paper records the finding of appreciable amounts 
of mercury (100 jg. per 100 ml.) in the urine of an in- 
fant, aged 6 months, with the picture of acrodynia. Some 
weeks before the patient came under observation she 
had been given 12 doses of calomel and rhubarb [the 
amount is not stated]. Under treatment with 10% BAL 
in oil for 9 days the patient rapidly improved, and in 
19 days mercury could no longer be detected in the 
urine. 

[To suggest, as the authors do on the basis of this one 
case, that BAL should be used in the treatment of acro- 
dynia is premature. It should not be recommended 
without much more detailed investigation of the possible 
aetiological significance of mercury poisoning.] 

Jas. M. Smellie 
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1351. The Relation of Serum Bicarbonate Concentration 
to Muscle Composition 

D. C. Darrow, R. SCHWARTZ, J. F. IANNUCCI, and F. 
Covitte. Journal of Clinical Investigation [J. clin. 
Invest.] 27, 198-208, March, 1948. 2 figs., 29 refs. 


The authors, at the Yale University School of Medicine, 
have undertaken experimental work to demonstrate the 
biological (as distinct from chemical) equilibrium existing 
between serum bicarbonate, muscle potassium, and intra- 
cellular sodium. Normal and adrenalectomized white 
rats were used as experimental animals; acidosis and 
alkalosis were alternatively induced by a deficit of one of 
the ions—sodium, chloride, or potassium. A deficit of 
sodium was obtained by intraperitoneal injection of 
ammonium chloride and by a sodium-deficient diet. 
Intraperitoneal injection of sodium bicarbonate and a 
chloride-deficient diet produced a deficit in chloride, 
while restriction of potassium intake and the administra- 
tion of desoxycorticosterone acetate produced a deficit 
in potassium. At the end of the experimental period 
arterial blood was collected, after which the animals were 
killed and the muscles of the legs analysed chemically. 
The composition of the muscles was calculated per 100 
g. of fat-free solids. The data obtained formed the basis 
for the hypothesis that there is a biological equilibrium 
in which serum bicarbonate, muscle potassium, and 
intracellular sodium are in predictable relation to one 
another. This occurs when the kidney functions in the 
presence of deficit of one of the ions—Na, Cl, or K. It 
seems that serum bicarbonate varies directly with intra- 
cellular sodium and inversely with muscle potassium. 
On the other hand, muscle potassium and intracellular 
sodium are inversely related. On the whole, adrenalecto- 
mized rats behaved in the same way as normal rats and 
gave the same results. 

These theoretical considerations have been shown by 
the authors to have important clinical bearing. There is 
indeed ample evidence to show that the equilibrium 
between serum bicarbonate and muscle composition 
exists in human pathology—for instance, in the persistent 
alkalosis of Cushing’s syndrome, where the deficit in 
potassium is a prominent feature. In the alkalosis of 
vomiting, the so-called gastric alkalosis, blood potassium 
is sometimes low. Thus tetany and dehydration from 
gastric alkalosis will not always respond to the administra- 
tion of physiological saline. Because of the deficit of 
potassium, treatment with potassium chloride as well as 
sodium chloride is likely to be of great benefit. Similar 
therapeutic steps are indicated in the dehydration of 
diarrhoea in infants (J. Pediat., 1946, 28, 515; 1946, 
28, 541). In acidosis of diabetic coma the deficit of 
potassium explains why large doses of sodium bicar- 
bonate are necessary to overcome the acidosis, if sodium 
chloride and sodium bicarbonate are administered with- 
out potassium. [French clinicians have for some time 
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now been advocating the use of potassium salts in the 
management of cases of diabetic coma in which insulin 
and sodium salts alone have not been wholly effective. 
Another danger of treating dehydrated patients with 
sodium and chloride only is that alkalosis and tetany 
may develop. The level of potassium in the serum 
cannot be relied on as an index of muscle potassium and 
therefore cannot be used for the estimation of potassium 
loss and deficiency in dehydration due to such conditions 
as diarrhoea or diabetic coma. A. I. Suchett-Kaye 


1352. Protein Deficiency and the Use of Human Serum 
in its Treatment 

J. IspisteR. Medical Journal of Australia (Med. J. 
Aust.) 1, 362-372, March 20, 1948. 6 figs., 36 refs. 


This is a brief review of the causes, effects, and treat- 
ment of protein deficiency. The causes may be pre- 
hepatic as in deficient food intake, hepatic, or post- 
hepatic as in post-traumatic protein destruction. The 
fallacy of regarding the blood protein percentage as an 
index of protein deficiency is stressed. The author 
reports 6 cases in detail. They were treated for various 
reasons with serum, which was found to be an efficient 
method of restoring the blood volume in states of rion- 
traumatic shock and, by means of balance studies, an 
effective method of supplying protein; serum was also 
found to be an effective diuretic agent in oliguria or anuria 
of renal origin. The advantages of serum as compared 
with casein hydrolysates are that a relatively small 
volume of fluid is necessary, reactions are fewer, and 
there is efficient utilization of protein. A higher pro- 
portion of protein is retained in the circulation when it is 
given as serum intravenously than when protein is given 
by mouth. This finding confirms previous animal 
experiments. Alan Kekwick 


1353. The Pathology of Experimental Frostbite 

N. B. FRIEDMAN, K. LANGE, and D. WEINER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 213, 
61-67, Jan., 1947. 18 figs., 9 refs. 


The depilated hind leg of rabbits anaesthetized with 
thiopentone was immersed for 30 minutes in alcohol 
chilled to —30° C. with solid CO,. After exposure the 
leg was cleansed with aqueous “ merthiolate”’ and 
kept covered by dry sterile dressings for 2 days; sulpha- 
thiazole cream or a dressing soaked in penicillin was 
applied subsequently. One-half of the animals received 
50 mg. of heparin intravenously immediately after the 
exposure, the dose being repeated every 12 hours for 
6 days so as to prolong the clotting time to at least 30 
minutes. Freezing of the legs caused vasoconstriction, 
followed by vascular engorgement after thawing. The 
red cells were clumped and then true red agglutination 
thrombi developed with subsequent ischaemic gangrene. 
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Heparin did not prevent the initial clumping of the ery- 
throcytes, but it did prevent the formation of agglutina- 
tion thrombi and hence the development of gangrene. 


_ No change directly attributable to cold could be found in 


the nerves and muscles. Degeneration of myelin sheaths 
and axis cylinders, and necrosis and hyaline changes in 
muscles, were found only in ischaemic areas in the 
untreated animals In the animals receiving heparin 
there were no significant abnormalities of the nerves or 
muscles. G. Popjak 
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1354. The Use of Micronized Therapeutic Agents by 
Inhalation with Special Reference to Allergic Pulmonary 
Conditions 

G. V. TAPLIN and F. A. Bryan. Annals of Allergy 
[Ann. Allergy] 6, 42-48, Jan.—Feb., 1948. 6 figs., 10 refs. 


The use of micronized sprays is based on the know- 
ledge of the importance of particle size on the toxicology 
of dust, particles of about 1 yz diameter reaching and 
remaining in the alveoli most readily. Histological 
studies revealed no abnormalities in the respiratory 
tract of animals after inhalation of micronized agents. 
Two types of equipment were used. The first consisted 
of a 1x4 in. (2-510 cm.) plastic two-chambered 
tube containing the therapeutic agent in the upper cham- 
ber and a dehydrating agent in the lower one. When in 
use, the top cap was unscrewed and air passed through 
by rapid light compression of a standard rubber bulb. 
The breath was held at the end of each inspiration for a 
few seconds and exhaled through the nose. The thera- 
peutic agent was used up in about 3 minutes. The smaller 
second inhaler, in which dehydrating agent and bulb 
are eliminated, consisted of a 2-inch long delivery tube 
shaped for insertion into nostril or mouth and fitted 
with outlet and inlet orifices. A container at the base 
acts as a hermetically sealed dispenser of measured 
amounts of the therapeutic agent. The container was 
uncapped and screwed into the delivery tube for use. 
The tube was inserted after deep exhalation only and the 
spray inhaled by slow deep inspiration, care being taken 
not to blow into the apparatus. 

The first agent to be studied was micronized potassium 
penicillin in glucose mixed with 1% “benadryl”. A 
higher and more sustained concentration in blood was 
attained than by inhalation of mist-type aerosols. Ad- 
ministration of 50,000 to 200,000 penicillin units daily 
in divided doses 2 to 6 times a day for 7 to 14 days 
relieved asthma and reduced cough and sputum in many 
cases. Penicillin-sensitive organisms in throat and 
sputum were mostly replaced by coliform bacilli, and 
this change persisted for 2 to 3 weeks after discontinua- 
tion of treatment. Penicillin-streptomycin mixtures 
caused temporary removal of practically all bacteria. 
No allergic pulmonary reactions were encountered. Of 
320 patients, 15 had local and 3 general allergic reactions, 
and 18 were sensitized, 11 of the latter having evidence of 
a previous allergic state. In subsequent cases, local 
allergic throat reactions were greatly reduced by giving a 
few mouthfuls of water immediately after treatment. 


Liver and vitamin B therapy cured soreness of the tongue. 
Preliminary results with various other micronized thera- 
peutic agents were better than anticipated. One inhala- 
tion of one twentieth to one-tenth the usual oral dose of 
micronized benadryl alone or mixed with vasoconstrictors 
gave relief in 5 to 10 minutes for 1 to 8 hours, and 
increased the vital capacity from 100 to 500 ml. 
E. M. Fraenkel 


1355. Measurement of Changes in Vital Capacity as a 
Means of Detecting Pulmonary Reactions to Inhaled 
Aerosolized Allergenic Extracts in Asthmatic Subjects 
F. C. Lowe and I. W. ScuiLter. Journal of Allergy 
[J. Allergy] 19, 100-107, March, 1948. 4 figs., 6 refs. 


The authors suggest that changes in vital capacity 
resulting from exposure of asthmatic subjects to “ aero- 
solized allergenic extracts’ are of value as a means of 
detecting specific sensitization. Pollen-sefisitive asth- 
matic subjects were selected for study. Pollen extract 
was obtained by extracting 1 g. of pollen with 30 ml. of 
buffered saline (pH 7-4) and purified dust extract in a 
concentration of 2:5% diluted with extracting fluid to 
make a final concentration of 0-52%. The patient was 
exposed to a spray of these preparations administered 
through nebulizers to which oxygen was delivered at a 
rate of 6 litres per minute. The vital capacities of the 
patients were measured with a Benedict-Roth metabolism 
machine and recorded on a moving drum. Control 
readings were made after exposure to the extracting fluid 
above. Mild asthmatic symptoms with definite reduction 
of vital capacity were induced by individual tree and grass 
pollen. The results could be correlated with the seasonal 
symptoms. The authors indicate that small falls in 
vital capacity may be recorded without evidence of 
asthmatic symptoms. 

[The vital capacity reduction method, though of value 
in experimental research, hardly seems to be a suitable 
means for determination of sensitivity in individual 
patients. ] R. S. Bruce Pearson 


1356. Histamine Antagonists. XI. Aerosolized Anti- 
histamine Drugs in Prevention of Histamine Broncho- 
spasm in Guinea Pigs 

S. M. FEINBERG, B. Nor&n, and R. H. FEINBERG. Journal 
of Allergy [J. Allergy] 19, 90-99, March, 1948. 4 figs., 
5 refs. 


In this paper the effects of 14 antihistamine drugs 
administered in aerosols to guinea-pigs are compared. 
The guinea-pigs were first exposed to the effect of the 
antihistamine aerosols for 5 minutes. They were then 
exposed to histamine aerosol in a separate chamber. 
This exposure was continued for a period of 10 minutes, 
or until laboured breathing was observed. Only 
animals which developed marked dyspnoea within 
3 minutes of exposure to histamine in a control experi- 
ment were used. Certain antihistamine preparations 
caused irritation of the bronchial tract, with violent 
coughing and dyspnoea; “ chlorothen” and “ bromo- 
then ’’, two ethylenediamine derivatives, were found to be 
irritating in a concentration of between 0-5 and 2%; 
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pyrrolazote “3,277 RP”, and C-5581 H” were 
irritating in a concentration of only 0-25%. “ Pyri- 
benzamine ”’, neoantergan ’’, and “ antistine were not 
irritating and in 2% concentration exerted protective 
effects for between 75 and 90 minutes. Maximum 
protection persisted for one hour after use. Evidence is 
produced to show that antihistamine drugs administered 
as aerosols are effective in protecting guinea-pigs from 
the asthma induced by histamine, and also that the 
amount of the drug required is considerably less when 
given in this way than when administered intra- 
peritoneally. R. S. Bruce Pearson 


1357. An Evaluation of Antistine, a New Antihistaminic 
Substance 

A. S. FRIEDLAENDER and S. FRIEDLAENDER. Annals of 
Allergy [Ann. Allergy] 6, 23-29, Jan.—Feb., 1948. 9 refs. 


The antihistamine action of “* antistine ’’, 2-(N-phenyl- 
N-benzyl-aminomethyl)-imidazoline, is less than that of 
“benadryl”, “pyribenzamine”’, “‘antergan”, and 
““neoantergan’’. When 3 to 6 mg. antistine per kg. was 
injected intraperitoneally into male guinea-pigs, it 
afforded significant protection against the 100% lethal 
dose of histamine base (0-4 mg. per kg.) administered 
intravenously 15 minutes later. A dose of 10 mg. per kg. 
gave 100% protection, while 15 mg. per kg. protected 
completely against two lethal doses of histamine. 
Clinically, effects varied with different individuals and at 
different times in the same individual. -Periods of relief 
lasted for 2 to 12 hours. Doses of 50 mg. 4 times daily 
if effective were increased to 100 mg. after 24 hours if no 
secondary reactions had occurred, and were administered 
every 2 to 4 hours if symptoms were more severe. 
Patients treated numbered 100. Relief was obtained by 
59% of patients with allergic rhinitis, by 37% of asthmatic 
patients (with greater effect on the cough than on 
dyspnoea), by 70% of patients with acute urticaria, by 
33% with chronic urticaria, and by 1 patient out of 6 
treated for allergic headache. Pruritus in cases of atopic 
eczema and contact dermatitis was benefited, but itching 
in 2 cases of dermatitis and 1 of allergic pruritus ani 
was not relieved. Associated rhinitis was relieved in 
7 patients whose asthma was not benefited. A case of 
reaction to penicillin was not benefited. 

In 11 cases of allergic conjunctivitis 1 to 2 drops of 
0-5% antistine solution was instilled in each eye. Of 
these patients, 5 reported temporary discomfort, 8 were 
relieved for several hours, and in 1 the condition was aggra- 
vated; 1 was relieved by 0-25% solution, 0:5% having 
been too irritating. In a clinical comparison with 
pyribenzamine, 14 out of 51 patients with rhinitis were 
benefited by pyribenzamine only, 8 by antistine only, 


24 by both drugs, and 5 by neither drug. Pyribenz- . 


amine was usually more beneficial in urticaria and pruritic 
skin conditions, while the effectiveness of both drugs was 
low in asthma and allergic headache. Of patients given 
100 mg. antistine 23% had secondary reactions, chiefly 
in the form of gastro-intestinal symptoms and drowsi- 
ness. Of 72 patients, 13 had secondary effects with 
antistine and of these 3 could tolerate pyribenzamine; 
28 had secondary effects with pyribenzamine and 18 of 


GENERAL 


these could tolerate antistine. The antihistamine 
activity of antistine in the intact guinea-pig was less than 
10% of that shown by pyribenzamine, yet Clinically 
100 mg. antistine was generally equivalent to 50 mg. 
pyribenzamine. Lack of correlation between anti- 
histamine action in the guinea-pig and clinical protective 
ability suggests that histamine may play only a partial 
role in allergic reactions. The value of antistine lies in 
its low toxicity and in the relief it affords in a few cases 
in which other drugs are ineffective. FE. M. Fraenkel 


1358. Anti-histamine Drugs in Asthma 
R. B. Hunter and D. M. Duntop. Lancet [Lancet] 1, 
474-476, March 27, 1948. 31 refs. 


Thirty-five asthmatic patients with evidence of an 
allergic pathogenesis were kept under observation for 
3 months during which only symptomatic treatment with 
adrenaline or ephedrine was given. Allergic cases were 
then treated with neoantergan”’’ (“ anthisan’’) or 
dummy tablets containing starch and lactose, for a period 
of 3 months. During a third period of 3 months those 
patients who had received neoantergan were given 
dummy tablets and vice versa. The number of attacks 
of asthma during these periods of observation was 
recorded by the patients, so that the effect of treatment 
with neoantergan could be compared with the effect of 
dummy tablets and with the preliminary period. 

The dose of neoantergan varied from 0-1 to 0-2 g, 
in children under 5 years of age to 0-8 g. daily in adults; 
the drug was given 3 times a day, the last dose being 
administered as late as possible to “ cover” the hours 
of sleep. In 11 cases there was some improvement 
following the preliminary period of observation, but the 
dummy tablets were as effective as neoantergan. In 12 
cases there was no improvement with neoantergan com- 
pared with the preliminary period, and it was not con- 
sidered necessary to proceed with the dummy tablets. 
Three cases appeared to respond to neoantergan, but 
the improvement was not maintained. Four patients 
became definitely worse after neoantergan, and 3 had to 
be admitted to hospital. In one case an attack of asthma 
followed the administration of the drug on three separate 
occasions. Reactions, including sleepiness, nausea, and 
dizziness, were recorded. There is, therefore, no evi- 
dence that neoantergan, the most powerful antihistamine 
drug at present available, is effective in the treatment of 
asthma. R. S. Bruce Pearson 


1359. The Clinical Evaluation of a New Histamine 
Antagonist ‘‘ Decapryn ” 

E. A. Brown, R. Weiss, and J. P. MAHER. © Annals of 
Allergy [Ann. Allergy] 6, 1-6, Jan.—Feb., 1948. 3 refs. 


Decapryn ”’, 2-[«-2(dimethylaminoethoxy)-«-methyl- 
benzyl]-pyridine succinate, was found to have a potent 
and prolonged antihistaminic action. Minimal effective 
doses for guinea-pigs were less than 0-5 mg. per kg. intra- 
venously and subcutaneously and 10 mg. per kg. orally. 
Lethal doses were approximately 64 mg. per kg. intra- 
venously, 128 mg. per kg. subcutaneously, and 640 mg. 
per kg. orally. Doses of 8 to 32 mg. per kg. intraven- 
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ously gave protection against 133 to 200 lethal doses of 
histamine, and 80 mg. per kg. orally against 7 lethal 
doses of histamine 10 hours after administration. 

Effects of decapryn included inhibition of whealing 
response, inhibition of depressor and pressor effects in 
anaesthetized cats and rabbits respectively, and signi- 
fcant reduction in death rates from anaphylaxis in guinea- 
pigs passively sensitized to beef serum. Ocedema after 
intraperitoneal administration of egg-white into rats was 
postponed by 150 mg. per kg. and prevented by repeated 
doses in most cases. Topical application of decapryn in 
ointment form, or repeated large oral doses, reduced the 
severity of dermal allergic lesions. Toxic actions in- 
cluded irritation and necrosis after subcutaneous and 
intramuscular administration of 3-5% solutions; 15 mg. 
per kg. administered orally to dogs and monkeys 3 times 
daily caused some toxic signs but no histological or 
haematological changes; 200 mg. per kg. administered 
twice daily to rats decreased the rate of growth in some 
cases and 400 mg. per kg. caused decreased food con- 
sumption and one death. Clinically 140 patients were 
treated, usually with doses of 12-5 to 25 mg. orally 4 times 
a day. Conditions treated included bronchial asthma, 
allergic coryza, infectious coryza, migraine, erythema 
multiforme, vasomotor coryza, and mixed syndromes. 
Approximately 80% of all these were relieved. In 54 
patients with bronchial asthma effects were unpredictable, 
but 30° were markedly relieved, and 40% moderately so, 
while in many of the remainder associated nasal symptoms 
were relieved. All but 5 of 48 patients who had pre- 
viously taken other drugs (“‘ benadryl’? and “ pyri- 
benzamine ’’) preferred decapryn. E. M. Fraenkel 


1360. Studies on Bronchial Asthma. I. The Mean 
Expiratory Volume Test. (Recherches sur l’asthme 
bronchique. I. L’épreuve du débit expiratoire moyen) 
J. HAMBURGER, B. HALPERN, and —. DEGEORGES. 
Annales de Médecine [Ann. Méd.| 49, 173-178, 1948. 
I fig., 3 refs. 


It is suggested that the severity of bronchial spasm 
should be measured by the ratio of the volume of expired 
air to the time required for expiration. The subject 
inhales fully; he then exhales into a spirometer, and the 
time required for the exhalation is measured. The 
quotient is called the mean expiratory volume and is said 
to be 1,000 ml. per second or more in the normal subject, 
whereas in asthmatics only 200 to 400 ml. per second is 
exhaled. [The aathors do not state how many normal 
subjects and how many patients they have investigated.] 

H. Herxheimer 


1361. Studies on Bronchial Asthma. II. Pharmaco- 
dynamic Study of Bronchodilator Drugs. (Recherches sur 
lasthme bronchique. II. Etude pharmacodynamique 
de la médication broncho-dilatatrice 

J. HAMBURGER and B. HALPERN. Annales de Médecine 
[Ann. Méd.] 49, 179-185, 1948. 3 figs., 3 refs. 


A method is described which permits the measurement 
of changes in bronchial spasm in the guinea-pig. An 
air pump connected with the trachea inflates the lungs in 
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physiological rhythm. At the end of the inflation the 
pump pressure is registered by a manometer; if in 
bronchial spasm less air enters the lungs, the pump 
pressure will increase. Small amounts of histamine 
or acetylcholine caused fleeting increases in bronchial 
resistance which could be suppressed for a short time by 
the administration of adrenaline or theophylline. One 
experiment is reported in which the administration of 
both substances together had an effect lasting for one 
hour, whereas each of these substances used separately 
acted only for 10 minutes. H. Herxheimer 


1362. Studies on-Bronchial Asthma. III. Status Asth- 
maticus. (Recherches sur l’asthme bronchique. III. 
Les états de mal asthmatique) 

J. HAMBURGER, P. MILLIEz, and B. HALPERN. Annales 
de Médecine [Ann. Méd.] 49, 186-191, 1948. 1 fig., 
2 refs. 


If the bouts of bronchial spasm provoked about every 
3 minutes by acetylcholine (and recorded by the method 
described in Abstract 1361) are suppressed by adrenaline, 
the effect of the acetylcholine becomes much more pro- 
nounced after the effect of the adrenaline has passed off. 
A second injection of adrenaline is followed by a still 
stronger action of the acetylcholine, the original effect 
of the latter returning after about 35 minutes. The 
authors also mention 14 cases in which an asthmatic 
state developed during a period of frequent administra- 
tion of sympathicomimetics. One case history is given. 
They regard this as sufficient evidence that the sympathi- 
comimetic drugs are the probable cause of the asthmatic 
state in these cases. In their opinion, adrenaline, iso- 
propyladrenaline, and ephedrine should be avoided in 
status asthmaticus. They should also be used with 
caution in simple asthma. H. Herxheimer 


1363. Clinical Effects of Epinephrine by Inhalation. A 
Survey 

R. L. BENSON and F. PerLMAN. Journal of Allergy [J. 
Allergy] 19, 129-140, March, 1948. 5 figs., 12 refs. 


The use of a nebulizer containing 1 in 100 adrenaline is 
widespread among asthmatic patients in America. In 
the authors’ series of 2,236 patients, 648 have used a 
nebulizer of this type. Of the latter, 48 are known to 
have died, and the authors suggest that the use of a 
nebulizer in some instances contributed to their death. 
This belief is based on the following facts: (i) Out of 
648 spray users 48 are known to have died, compared 
with 22 out of 1,588 patients who did not use a spray. 
(2) Clinical observation showed that spray users have a 
persistent productive cough, oedema and hyperaemia of 
the pharynx, cyanosis, weakness, irritability, palpitation, 
gastric disturbances, and a high rate of associated respira- 
tory infections. These patients often become refractory 
to adrenaline by injection as well as by inhalation. 
Necropsy revealed in 2 instances ulceration of the main 
bronchi, keratinization and metaplasia of the epithelium, 
and changes due to chronic inflammation, with areas of 
terminal bronchopneumonia. In the third case there 
were no necropsy changes, which could be attributed to 
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effects of adrenaline inhalation. [The evidence that these 
changes are due to the use of a nebulizer is inconclusive. 
The pathological lesions described occur in deaths from 
asthma, when nebulizers have not been used. It is 
probable that the spray users were those more severely 
affected and therefore most requiring symptomatic 
relief; this would account for the higher death rate in 
this group. One patient may have died as the result of 
an injection of morphine.] R. S. Bruce Pearson 


1364. The Therapeutic Action of Derivatives of Thiodi- 
phenylamine in Allergic Disorders. (Activité thérapeu- 
tique des dérivés de la thiodiphénylamine dans les états 
allergiques) 

P. VALLERY-RADOT, J. HAMBURGER, and B. HALPERN. 
Semaine des Hépitaux de Paris [Sem. Hép. Paris] 2A, 
655-656, March 18, 1948. 


The results obtained by therapeutic administration of a 
thiodiphenylamine derivative (N-dimethylamino-2-pro- 
pyl-1-diphenylamine or “3,277 R.P.’’) are reported. 
The daily dose of 25 to 100 mg. was generally adminis- 
tered at night. Out of 47 patients suffering from urti- 
caria 46 improved considerably. Itching, wheals, and 
erythema disappeared a few hours after the administra- 
tion of the drug. This also applied to 6 cases of serum 
sickness and to 6 out of 8 cases of angioneurotic oedema. 
A case of purpura was treated and the lesions dis- 
appeared in a spectacular manner. Out of 38 patients 
with hay fever 36 improved considerably. The results 
were less favourable in eczema, contact dermatitis, 
bronchial asthma, and migraine. No improvement 
occurred in 3 cases of spasmodic cough. In some 
patients the drug caused a sensation of fatigue. The 
authors conclude that this drug is more potent than 
“benadryl”, pyribenzamine”, anthisan”, and 
“ antistin’’, and that the secondary effects (tiredness) 
are no more severe than those due to other antihistamine 
drugs. 

In an attempt to explain the action of this drug the 
authors refer to previous experiments. Normally the 
injection of horse serum into sensitized rabbits produces 
shock. Reinjection of horse serum 24 hours later does 
not elicit shock, because the antibodies are supposed to 
be neutralized by the antigen. If a protecting dose of 
3,277 R.P. was given to the sensitized rabbit before the 
dose of serum producing shock, no shock developed. 
On the other hand, a second injection of serum 24 hours 
later produced the shock. This was taken as evidence 
that the protecting dose of 3,277 R.P. had interfered with 
the neutralization of horse serum antibodies by horse 
serum antigen. Kate Maunsell 
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1365. The Imbalance of Vitamins with Particular 
Reference to Folic Acid 

L. S. P. Davipson and R. H. Girpwoop. Lancet 
[Lancet] 1, 360-363, March 6, 1948. 15 refs. 


The case-records of 4 patients suffering from megalo- 
blastic anaemia and 1 with tropical sprue treated with 


GENERAL 


folic acid are submitted. While undergoing treatment 
the 4 patients “ developed clinical features of peripheral 
neuritis suggesting beriberi’’, the fifth “a Pellagrous 
syndrome’. The authors also refer to 6 patients with 
pernicious anaemia who, while undergoing similar 
treatment, “developed signs of involvement of the 
nervous system’. All the patients in the 5 cases 
described in detail improved when folic acid was dis. 
continued and a purified liver extract was substituted, 
The authors suggest “that purified liver extract for 
parenteral use may contain a factor which liberates 
various members of the vitamin-B complex from their 
inactive form or facilitates their absorption or their 
utilization in some way not yet understood ”’, 

H. S. Stannus’ 


1366. Angular Blepharitis in Ariboflavinosis—A Not 
Well Known Clinical Manifestation of Riboflavin 
Deficiency 

T. T. CHEN Chinese Medical Journal [Chin. med. J.) 66, 
1-4, Jan., 1948. 9 refs. . 


The classical symptoms of riboflavin deficiency are 
cheilosis or angular stomatitis; glossitis, in which the 
tongue is rough, fissured, and purplish in colour; and 
ocular manifestations such as photophobia, lacrimation, 
circumcorneal injection, and corneal vascularization, 
and a seborrhoeic condition in the nasolabial folds and 
on the alae nasiandears. Scrotal dermatitis is a common 
manifestation in India, but it has not been reported in 
China. 

Gopalan in India has found angular blepharitis in 
riboflavin deficiency, and the present author describes 
3 cases in which this condition was seen. He also found, 
on making a survey of the long-term prisoners in a Nan- 
king prison, that 23 out of 97 prisoners showed the 
clinical signs of ariboflavinosis; of these, 4 had angular 
blepharitis. In the 3 cases reported in detail the condi- 
tion cleared up on the fourth or fifth day of riboflavin 
administration. A. J. Ballantyne 


1367. Increased Sugar Tolerance as a Factor in the 
Production of a Symptom Complex Simulating Peptic 
Ulcer, Neuro-circulatory Asthenia, and Psychoneurosis 
A. R. PesKIN. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 15, 92-101, March, 1948. 3 figs., 
38 refs. 


The author presents 4 cases, in illustration of a larger 
group [number not specified], with a symptom-complex 
suggestive of peptic ulcer, neurocirculatory asthenia, and 
psychoneurosis. The patients are males, one aged 20, 
one about 25. The ages of the others are not given. 
Their symptoms, which have been present for between 
3 and 5 years, consist of abdominal pain, brought on by 
physical effort and hunger and relieved by rest, the intake 
of food, and, in 3 cases, by alkalis. If, for some reason, 
these means of relief are not employed, the patients 
experience such symptoms as dizziness, palpitations, 
air hunger, apprehension, sweating, weakness, and 
tremors. Radiological examinations of gastro-intestinal 
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tract in 3 patjents revealed no abnormality. Radiological 
examination of the sella turcica showed no abnormality 
in the 3 cases in which it was carried out. The basal 
metabolic rate was estimated in 3 cases, with results 


between —2 and —24. Liver-function tests were made in 


one patient. The galactose test showed normal function 
and the hippuric acid test impaired function. 

In view of the similarity of the symptoms to those of 
hypoglycaemia, carbohydrate-tolerance tests were carried 
out. The fasting blood sugar was between 61 and 103 
mg. per 100 ml. in the 4 cases. In 3, blood sugar 
estimations after ingestion of 100 g. of glucose were 
carried out, and the blood sugar rose to between 127 and 
189 mg. per 100 ml. within half an hour. In 2 cases it 
fell to between 50 and 60 mg. per 100 ml. within 3 hours. 
The curves are described as those of increased sugar 
tolerance. In one case an insulin-tolerance test was also 
made. The symptoms of hypoglycaemia, identical with 
those experienced spontaneously, came on when the 
blood sugar level was 77-8 mg. per 100 ml. 45 minutes 
after the injection of 12 units of insulin, and were 
intensified by a further injection of 20 units. In all the 
patients, symptoms were remarkably ameliorated on a 
high-fat and high-protein diet. 

The author discusses the factors influencing carbo- 
hydrate metabolism; dysfunction of thyroid and liver 
may be responsible for the high sugar tolerance m the 
cases under review. He stresses the value of sugar- 
tolerance and insulin-tolerance tests in the investigation 
of cases presenting symptoms of peptic ulcer, neuro- 
circulatory asthenia, and psychoneurosis, and draws 
attention to the fact that hypoglycaemic symptoms may 
arise at a relatively high blood sugar level. 

{It is interesting to note that the author considers that 
anormal blood sugar curve rises to 250 or 300 mg. per 
100 ml. These figures are much higher than those 
accepted in Britain.]} Marianna Clark 


1368. The Kidney and the Regulation of the Blood Sugar. 
(El rifion y la regulacion de la glucemia) 

C. JimENez Diaz and J. Souto CANpeEIRA. Revista 
Clinica Espatola (Rev. clin. esp.] 27, 335-340, Dec. 15, 
1947. 9-refs. ° 


Studies in alloxan diabetes and in eviscerated animals 
indicate that the kidneys play a part in sugar metabolism; 
the authors tried to obtain more evidence on this point. 
In 7 out of 8 dogs they found more glucose in the renal 
venous blood than in the systemic arterial blood, the 
difference ranging from 5 to 31 mg. per 100 ml. of. blood. 
In 3 dogs given | g. of glucose per kilo body weight this 
difference was reversed, suggesting that the kidney 
retained glucose when the blood level was higher. In 3 
out of 4 dogs given one unit of insulin per kilo body 
weight the glucose level in the renal venous blood fell at 
first, suggesting increased gluconeogenesis, and later 
tose to above pre-injection levels, suggesting increased 
glycogenolysis in response to hypoglycaemia. In 6 
nephrectomized rats insulin given 4 hours after opera- 


‘tion led to death of all the animals within an hour, 


while 6 controls (operated upon but kidney not 
removed) survived, suggesting that the kidneys 
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counteracted insulin hypoglycaemia. Hyperglycaemia 
due to glucose injection was not influenced by 
nephrectomy. From these observations the authors 
conclude that the kidneys take part in the control of the 
blood-sugar level. 

[The observations would appear to be too few and 
inadequately controlled to warrant definite conclusions.] 

L. P. R. Fourman 


1369. Survey of Patients with Juvenile Diabetes Mellitus 
A. L. Cuute. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 75, 1-10, Jan., 1948. 3 figs., 8 refs. 


The author has conducted a follow-up study of 123 
cases of diabetes mellitus seen at the Hospital for Sick 
Children, Toronto, before 1932, including those develop- 
ing the disease before 1922 and still alive when insulin 
was discovered. He points out that the data represent 
the results obtained in the early days of insulin therapy, 
that chemotherapy was not available for infections, and 
that many patients did not avail themselves of adequate 
medical supervision after leaving the hospital. In this 
series, 52 patients were alive, 58 were dead, and 13 
could not be traced. The ages at the onset of the disease 
varied between 1 year and 14 years, but the majority of 
patients were between 6 and 8 years old. There were 
74 boys and 49 girls. 

Of 47 patients examined or questioned 43% reported a 
family history of the disease. All 47 were still taking 
between 20 and 120 U.S.P. units insulin daily (the average 
dose being 48 U.S.P. units daily). The majority did not 
weigh their diet but judged it by appearance and avoided 
excess starches, sweets, and pastries. Only 24 saw their 
doctors regularly, the remainder at the most once in 
2 years or not at all; 25 tested their urine and 22 not at 
all. Of the 58 deaths 37 were deaths in coma. Deaths 
from coma in hospital showed a marked decrease between 
1922 and 1932; however, 1 patient died from diabetic 
coma every 6 months in the group having no hospital 
supervision, indicating the need for continued observa- 
tion. Other less frequent causes of death were nephritis 
(3 cases and a contributing factor in 3 more), myocardial 
degeneration (1 case and a contributing factor in 2 more), 
and pulmonary and other infections. Most deaths 
occurred between the ages of 4 and 9 years. The educa- 
tional attainments of the survivors were normal. Al- 
though the numbers are small, the present series tends to 
confirm the observation of White and his associates that 
persons who have had diabetes in childhood bear a small 
number of children. With reference to late complica- 
tions, the high incidence of vascular disease as evidenced 
by retinal changes, hypertension, albuminuria, and 
arteriosclerosis is stressed. These increase with the 
duration of the disease. Examination of 14 out of 23 
living patients, surviving over 15 but less than 20 years 
showed that 21% had retinal haemorrhage, 21% retinal 
exudate, 7° hypertension, 21% albuminuria, and 14% 
arteriosclerosis (radiographic study of the legs). In 13 
of 24 living patients surviving 20 years, 38% had retinal 
haemorrhage, 38°% retinal exudate, 31% hypertension, 
38% albuminuria, and 31% arteriosclerosis. 

L. G. Scott 
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1370. Glossopharyngeal Neuralgia. A Cause of Cardiac 
Arrest 


B. S. Ray and H. J. Stewart. American Heart Journal 
[Amer. Heart J.] 35, 458-462, March, 1948. 1 fig. 
4 refs. 


The authors report a case of glossopharyngeal neuralgia 
in which severe attacks of pain were associated with 
cardiac arrest and syncope. Section of the ninth nerve 
intracranially abolished both the pain and the associated 
cardiovascular disturbances. RR. T. Grant 


1371. Kymographic Studies of the Function of the 
Auricle. [In English] 

B. Fasricius. Acta Radiologica [Acta radiol., Stockh.] 
29, 152-158, Feb. 28, 1948. 2 figs., 12 refs. 


As the result of studying the movements along the left 
border of the heart between the pulmonary conus and 
left ventricle by simultaneous kymograms and electro- 
cardiograms the author has concluded that the kymo- 
graphic waves at the level of the left auricular appendix 
have little significance. Previous workers have variously 
described systolic contraction waves arising in the 
appendix itself and impulses transmitted from the left 
ventricle and also from the pulmonary artery. But 
owing to the superimposed left hilar shadow and to the 
small undulations of the auricular appendix the inter- 
pretation of these waves has always been difficult. It is 
probable that the auricular appendix has no independent 
regular muscular function and therefore no important 
influence on the circulation. It appears to serve as a 
complementary space during ventricular systole to 
preserve the smooth contour of the heart within the peri- 
cardial sac. J. L. Lovibond 


1372. On the Amount of Incompletely Oxidized Products 
in the Blood and Urine of Patients with Cardiovascular 
Disease and Anaemia. (O 
MpOAyKTOB B KPOBH HM MOYE y 
OONbHBIX H y OObHEIX C 
L. M. GEORGIEVSKAYA. Meguunua [Klin. 
Med., Mosk.] 25, No. 7, 43-49, 1947. 8 refs. 


The total amount of incompletely oxidized products in 
the urine (made up principally of uric acid, creatinine, 
lactic acid, neutral sulphur, and glycuronic acid, and 
expressed as grammes of oxygen deficit per day) was 
estimated by treatment with potassium iodate and sul- 
phuric acid and subsequent thiosulphate titration of the 
iodine liberated, allowance being made for the urinary 
chloride, which also sets free iodine from these reagents. 
Of 7 patients with cardiac insufficiency, only 1, who was 
investigated during a period of almost complete compen- 


sation before discharge from hospital, excreted an ab- 
normal excess of these incompletely oxidized products, 
In the 1 case of pernicious anaemia (Hb 66%) investigated 
the oxygen deficit of the urine was also normal. To 
ensure that an increased production of incompletely 
oxidized products was not being masked by difficulty of 
excretion due to oxygen lack, investigations were further 
carried out on the incompletely oxidized products in the 
blood serum, the sugar as well as the chloride being duly 
allowed for. In 2 healthy men and 4 healthy women the 
average oxygen deficit in the serum after 14 hours’ com- 
plete rest amounted to 156-6 mg. oxygen per 100 ml. 
In 1 healthy man and 3 healthy women after walking the 
average value was 218-9 mg. per 100 ml. In 38 deter- 
minations on 21 cases of cardiovascular disease the oxygen 
deficit of the serum ran parallel to the degree of cardiac 
deficiency and in any given patient varied with his cardiac 
condition, the highest value, 560-6 mg. per 100 ml., 
being observed in a case of third-degree cardiac deficiency 
with hypertension and frequent attacks of cardiac 
asthma. In 30 determinations carried out on 11 cases 
of pernicious anaemia the oxygen deficit approached 
normal when the haemoglobin content was low, but was 
increased at haemoglobin percentages above 61. In 
29 determinations carried out on 14 cases of hypochromic 
anaemia of varied aetiology the greatest oxygen deficits 
were found at the intermediate haemoglobin levels. 
The breathing of 40% oxygen for 10 minutes by anaemic 
patients, or of 60% oxygen for the same time by cardiac 
patients, lowered the oxygen deficit of the serum by 14:7 
to 17-6 mg. per 100 ml.; an equal reduction was produced 
in the normal subject by breathing 40% oxygen after 
14 hours’ rest. T. R. Parsons 


1373. Pathology and Clinical Features of Idiopathic 
Isolated Myocarditis. (K natonoruH KNMHHKe 
MaTHYeCKOrO 

Y. G. Etincer and N. L. Vik. 
Menuuuna [Klin. Med., Mosk.] 26, No. 3, 3-13, 1948. 3 
figs., 11 refs. 


The authors have been able to study 7 cases of idio- 
pathic myocarditis both clinically and at necropsy, and 
consider that the condition miay be diagnosed during the 
patient’s life. The aetiology is obscure. Heart failure 
came on suddenly, sometimes after such conditions as 
physical exertion, pregnancy, or acute infection (in- 
fluenza). In 4 cases the aorta was hypoplastic. Five 
patients were females; ages ranged from 20 to 60 years. 
The clinical picture was one of severe and rapidly 
progressive congestive heart failure with cyanosis and 
dyspnoea. The heart was enlarged; arrhythmias were 
common. The blood pressure was low, the pulse soft. 
Occasional bouts of pyrexia occurred. The electro- 
cardiogram pointed to a diffuse lesion; voltage was low. 
Diagnosis was made by exclusion in 5 cases during life. 
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At necropsy, coagulative necrosis and myolysis of the 
myocardium were sometimes the chief features, while 
in other cases exudative and proliferative changes 
predominated. S. B. Gilder 


1374. a of Euthyroid Cardiac Patients by 
Producing Myxedema with Radioactive Iodine 

H. L. BiumGart, A. S. FREEDBERG, and R. BUKA. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N.Y.] 67, 190-191, Feb., 
1948. 3 refs. 


The cases reported were of 2 severely ill cardiac patients 
without clinical or laboratory evidence of thyrotoxicosis 
or myxoedema. Radioactive iodine, I**1, was ad- 
ministered and in both cases decided reduction in the 
metabolic rate coincided with clinical improvement. 
The uptakes of the iodine were consistent with results 
obtained in subjects with normal thyroid glands. In 
the 2 cases reported, no evidence of toxic action by the 
rather large doses of radioactive iodine was observed. 

G. B. West 


1375. A Morphologic Study of the Cardiac Conduction 
of Heart Block and Bundle Branch Block 

D. J. Gtomset and R. F. Birce. Archives of Pathology 
[Arch. Path.] 45, 135-170, Feb., 1948. 6 figs., 45 refs. 


The authors have been unable to find a well-defined 
cardiac conduction system in man. The structure which 
has been described as the stem of the bundle of His in 
man is the supravalvular part of an ordinary muscle 
fasciculus (the ridge fasciculus). The right branch of 
the bundle of His is the infravalvular part of the ridge 
fasciculus. The fasciculus does not give off a left 
branch. Other investigators, taking for granted the 
existence of a morphologically defined conduction 
system in man, have found the causal lesions of heart 
block in the stem and the branches of the bundle of His 
and the causal lesions of bundle-branch block in one or 
other of the branches. Correlation of the site of the 
lesion with the electrocardiographic changes has led to 
contradictory interpretations. 

In this paper the authors have analysed the observations 
of others in 76 cases of conduction disturbance and have 
added their observations on 28 hearts. In 90% of cases 
of heart block the myocardium of the upper part of the 
septum had been extensively damaged by various lesions. 
Similar lesions were found in 70 to 80% of the cases of 
bundle-branch block. In those cases in which the upper 
part of the septum appeared almost undamaged, it is 
Suggested that the “‘ clinical block ’’ which was present 
may have been due to morbid changes of function not 
detectable by the morphological methods used, or to 
lesions of the intrinsic nervous system of the heart. 
It is maintained that the human heart beat originates in 
some of the atrial nerve ganglia and that synchronization 
of atria and ventricles is a function of these nerve cells, 
the activation of the heart muscle being by impulses 
carried in the axis cylinders of the atrial nerve cells. 

F. A. Langley 


1376. Newer Concept of Stokes—Adams Syndrome 
S. ScHNUR. American Heart Journal [Amer. Heart J.] 
35, 298-308, Feb., 1948. 8 figs., 7 refs. 


A case is reported in which Stokes—Adams attacks were 
due at different times to ventricular tachycardia, fibrilla- 
tion, and asystole either alone or in combination. This 
case provides additional evidence that ventricular asystole 
is not the sole mechanism precipitating the attacks. 

H. E. Holling 


1377. Clinical and Electrocardiographic Characteristics 
of Acute Ischaemia of the Myocardium. (K KnuHuueckoi 
H XapakTepHCTHKE OCTpoH 
MHOKapma) 

V. E. Neziin, E. A. GiINoDMAN, and E. V. LEVINSON. 
Knunuseckan Meguunna [Klin. Med., Mosk.] 25, 
No. 7, 50-60, 1947. 5 figs., 16 refs. 


Electrocardiograms were taken between and during 
attacks of coronary spasm in a 43-year-old man. 
Between attacks the electrical axis of the heart was shifted 
to the left; T, was small and Ty relatively high. At 
the beginning of an attack the segment RS-T, lay below 
the isoelectric line in all leads, and remained so in leads II 
and III, while, in contrast to observations in cases of 
diffuse ischaemia of the myocardium, during the attack 
it became raised above the isoelectric line in leads I and 
IV. The attack produced the most marked changes in 
lead IV; T, was so much increased in size as to become 
fused with, and sometimes higher than, Ry. After the 
attack T, diminished and separated from Ry, and S, 
returned, but at the time of cessation of the pain T, 
became negative with a typical “* coronary ’ form which 
it retained for several hours. In lead I there was a 
repetition in miniature of the changes in lead IV, a high 
T, being never observed. In lead III the segment 
RS-T was lowered during an attack; afterwards T, was 
increased and positive. In lead II changes were 
analogous to those in lead III, but Q, never appeared. 
These changes, although on the whole resembling those 
produced by infarction of the anterior wall of the left 
ventricle, differ from these in the formation of Qs, the 
high T, during the attack, the absence of the characteristic 
changes in QRS, and the rapid reversibility of changes; 
it is concluded that the latter were due to paroxysmal 
ischaemia of the area supplied by the anterior branch of 
the left coronary artery against a background of more 
diffuse ischaemia of the myocardium, and that such 
changes are thus not necessarily diagnostic of infarction 
of the ventricle. T. R. Parsons 
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1378. Haematopoiesis in Hypertension. (K rematonossy 
SonesHH) 

P. I. Ecorov. Knunuyeckaan Menuunna [Klin. Med., 

Mosk.] 25, No. 7, 32-43, 1947. 17 refs. 


In order to determine whether a condition of anoxaemia 
exists in cases of hypertension observations were made 
on the haematopoietic tissue of 11 women and 5 men, 
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ranging in age from 35 to 70 years, who had lived 
through the blockade of Leningrad. In these patients 
the arterial pressure was typically labile and high— 
systolic 190 to 250 mm. Hg, diastolic 90 to 100 mm. Hg— 
and they had the usual symptoms of headache, vertigo, 
undue fatigue, dyspnoea on exertion, and tinnitus 
aurium. In the peripheral blood there was no erythro- 
cytosis; the reticulocyte count reached, but did not 
exceed, the normal limit. In only 3 cases was there a 
condition of leucopenia; the remainder had normal 
leucocyte counts and normal leucocyte formulae. The 
myelogram, investigated by rib puncture, revealed hyper- 
function of the marrow; in all cases but one the propor- 
tion of nucleated erythrocytes was higher than normal, 
and in 3 cases the percentage of erythroblasts was as 
high as 30 to 33, with an increased number of mitotic 
figures; the number of reticulocytes was often above 
normal. Among the white cells a general reduction of 


_ granulocytes and increase of plasmatocytes was observed, 


together with an increase of myelocytes and myeloblasts. 
In the 3 cases in which it was measured the percentage 
oxygen saturation of the arterial blood was low (82 to 
89%), and increase of oxygen absorption was observed 
on administration of the pure gas. It is concluded that 
in hypertension a condition of oxygen lack exists and 
that oxygen therapy may be advantageous. 
T. R. Parsons 


1379. The Effect of Arteriosclerosis on the Dynamics of 
Hypertension in the Aged. A Preliminary Clinical and 
Pathological Study of 150 Cases 

F. D. ZEMAN and B. M. ScHwartz. Journal of Geron- 
tology {J. Gerontol.] 3, 40-47, Jan., 1948. 17 refs. 


The authors report clinical and necropsy findings in 
150 unselected elderly individuals at the Home for Aged 
and Infirm Hebrews, New York City. 

The authors’ series included 6 males and 83 females, 
all over 60 years old. They were observed for periods 
of from a few days to 20 years, the average being 54 years. 
The maximum number of blood-pressure estimations on 
any patient was 57, the minimum 1. All blood pressures 
were taken during routine medical visits by various 
people, with no attempt to secure basal conditions. 
Blood pressures were classified as: normal (150/90 mm. 
Hg); systolic hypertension (over 150/90 or under); 
systolic and diastolic hypertension (over 150/over 90). 
On this basis patients were placed in 4 main groups: 
(1) (a) normal, 12%; (6) mainly normal, occasional 
variations, 11-3°%%; (2) (a) every systolic reading raised, 
with every diastolic reading normal, 13-3%; (6) most 
‘systolic readings raised, with most diastolics normal, 
26:3%; (3) (a) both pressures raised (except terminally), 
16-7%: (6) occasional variations of this, 11-3%; (4) the 
remaining 8-7% in whom readings were variable. The 
sexes were equally represented in the systolic hyper- 
tensive group; males predominated in group (1) and 
females in group (3). One-third of all males had evi- 
dence of coronary occlusion. In females the incidence 
was much lower. Arteriosclerosis of the aorta was 
present in all groups, but most severe in (2). Renal 
arteriosclerosis was most marked in group (3). Cerebral 


accidents became commoner as blood pressure rose, 
The authors then discuss the dynamics involved, blood 
viscosity being ignored. Increase in cardiac output in- 
creases systolic pressure and to a lesser degree diastolic 
pressure, giving an increased pulse pressure. Increase 
in arteriolar resistance increases diastolic more than 
systolic pressure, giving a decreased pulse pressure. 
Reduced aortic elasticity increases systolic pressure but 
reduces diastolic pressure, therefore a normal diastolic 
pressure may be the result of involvement of the aorta as 
well as the peripheral vessels. Necropsy showed that 
peripheral resistance increases with age, and this factor, 
with decreased aortic elasticity, gives rise to systolic 
hypertension, which may, however, really be a modified 
systolic-diastolic hypertension. Pure systolic hyperten- 
sion occurs when decrease in aortic elasticity is greater 
than increase in peripheral resistance. Other influences 
affecting cardiac output must not be forgotten. The 
authors stress the need for consideration of cardiac, 
cerebral, and renal function before a blood pressure level 
is taken as indicative of cardiovascular disease; a “ nor- 
mal” blood pressure in old age is produced by inter- 
action of the above variables, and does not afford evi- 
dence of normality. Morag L. Insley 


1380. The Role of Disturbances of Renal Circulation in 
Pathogenesis of Arterial Hypertension. (O Hapyuie- 
HHA MOYeYHOrO B MaToreHe3se apTe- 
pHasIbHOH runepToHHH) 

M. I. SALMAN. Meguunua [Klin. Med., 
Mosk.] 26, No. 3, 31-41, 1948. 21 refs. 


In a study of 13 cases of hypertension, the author 
applies to his clinical material the work of Goldblatt on 
the effect of partial compression of the renal arteries 
(unilateral and bilateral), of Taquini and Prinzmetal on 
temporary complete compression of the renal artery, 
of Goldblatt and Kahn and of Ryland on compression 
of the abdominal aorta above the origin of the renal 
arteries, and of Page on obstruction of the ureter, in 
causing the circulation of renin. The latter combines 
with an activating substance in the blood to form 
angiotonin or hypertensin, while suppressing the anti- 
pressor substance, which is produced in normal kidney 
tissue: 

The author holds that the progress of essential hyper- 
tension in man depends on a similar process whether it 
arises from nephritis, amyloid kidney, polycystic kidney, 
or primary arterial disease. His material consisted of 
the following cases: 2 cases of compression of the kidney 
by malignant metastases from seminoma and lympho- 
sarcoma respectively; 2 of obstruction of the ureter by 
carcinoma uteri and fibromyoma respectively; 1 case of 
thrombosis of the upper part of the abdominal aorta ina 
case of lipoid nephrosis; 1 of unilateral thrombosis of a 
renal artery; 1 of occlusion of both renal arteries by 
atheromatous plaques; 5 cases of renal infarcts occurring 
in the course of mitral disease; and 1 case of left-sided 
haematuria with atrophy of the left kidney. In 9 of 
these cases the diagnosis was confirmed by necropsy, and 
the last patient recovered after nephrectomy. In | 
case of renal infarction the arterial pressure was known to 
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fore studied the changes in the temporal arterial pressure 
in 107 persons—71 with and 36 without hypertension. 
She describes her method of estimating this pressure by 
means of a sleeve 20 cm. long and 4 cm. broad, placed 
round the head and inflated with air until the pulsation 
in the artery above the band disappears on palpation. 
She prefers this to the oscillometric method employed by 
Markalov and Robinsky, though by the former it is 
possible to measure only the maximum systolic pressure. 

It was found impossible to palpate the temporal 
pulse above the manometer sleeve in 7 cases on either 
side and in 28 cases on one side of the head (in 16 out 
of 70 cases with hypertension and in 12 out of 30 cases 
without hypertension). Of the remaining 72 cases, the 
temporal arterial pressure was measured in 59 on both 
sides; of these, 5 out of 18 with normal tension and 
10 out of 41 with hypertension had unequal pressures on 
the two sides. There was no correlation between in- 
equality in pressure and location of unilateral symptoms 
in the central nervous system. In 30 cases in which the 
brachial systolic pressure lay between 85 and 135 mm. 
Hg, the ratio of pressure in temporal artery to pressure 
in brachial artery averaged 0-48; in 7 the brachial pres- 


be normal or below normal until 7 days after the infarc- 
tion, when it rose to 200/100 mm. Hg. The author 
contends that in all these cases the hypertension can be 
explained by ischaemia of one or both kidneys similar 
to that produced by various experimental methods. 
He emphasizes the importance of studying the condition 
of the renal arterioles in all cases of hypertension in 
which necropsy or operative material is available, even 
when the arteries themselves show little or no change. 
He also stresses the need for early operation in cases of 
unilateral renal ischaemia, before arteriolar changes 
have taken place in the other kidney, and refers to the 
views of Schroeder and Fisch, quoting their 5 criteria 
for selecting cases for nephrectomy: (1) short duration 
of hypertension; (2) unilateral renal changes, associated 
with lowered function of the affected kidney; (3) nor- 
mal combined function of both kidneys; (4) absence of 
retinitis and minimal retinal changes; (5) consistently 
raised blood pressure. As regards the fourth of these 
criteria, the author considers it unnecessary to be too 
strict, since retinal changes have been shown by Geldstein 
and Titov to be to some extent reversible, and nephrec- 
tomy has resulted in the disappearance of hypertension 


even in the presence of retinopathy. 

[A very full bibliography up to 1940 is appended, but 
the author has evidently not had access to much of the 
more recent work outside Russia. The number of cases 
is small, but forms a valuable contribution to the material 
accumulating on this important subject.] 

L. Firman-Edwards 


1381. Changes in Pressure in the Temporal Artery as a 
Method of Study of Cerebral Regional Hypertension. 
B BHCOYHOM apTepHu KaK MeTOD 
BLIABJIGHHA MOSTOBOH PerHOHapHOH 

N. S. LANG-BELONOGOVA. KauHu4eckan MenuunHa 
[Klin. Med., Mosk.] 26, No. 3, 41-54, 1948. 9 figs., 10 
refs. 


Studies are described of changes in the systolic pressure 
in the superficial temporal artery in relation to cerebral 
regional hypertension. A resumé is given of the methods 
so far employed to ascertain the blood pressure in the 
arteries of the human brain. In 1917 Bailliart first 
Suggested measuring the pressure in the central retinal 
artery as a means of achieving this, and introduced an 
ophthalmodynamometer for this purpose. In 1935, 
Markalov first measured the pressure in the superficial 
temporal artery as a basis for investigation of the intra- 
cranial arterial pressure, but came to the conclusion that 
this was inferior to measurement of the pressure in the 
central retinal artery. The present author points out 
that this might be expected, since the cerebral arteries 
differ from the peripheral vessels in their response to 
sympathetic and vagal stimulation. The pressure in the 
superficial temporal artery therefore cannot be a reliable 
index of that in the arteries of the brain, although it 
corresponds closely in normal persons with that of the 
central retinal artery, and Riser has shown that when the 
Pressure in the brachial artery is raised by 50% that in 
the temporal artery is doubled and that in the central 
retinal artery is raised by 150%. The author has there- 


sure was below 140 with symptoms of hypertension, and 
the ratio averaged 0-56; in 24 cases with brachial pres- 
sure between 140 and 180, it averaged 0-62; in 29 with 
brachial pressure between 180 and 220, it averaged 0-66; 
in 10 with brachial pressure over 220 it averaged 0-68. 
This rise in the ratio is explained on physical grounds, 
based on the calibre of the vessels and the thickness of 
their walls. It cannot be regarded as a sign of “* regional 
cerebral hypertension”’. A high ratio was not neces- 
sarily associated with intracranial or retinal changes, 
nor was the temporal pressure consistently raised or 
lowered on days when the patient complained of severe 
headache. In 77 measurements of arterial pressure in 
the brachial, temporal, and retinal arteries simultaneously, 
that in the last two coincided on only 6 occasions; in 22 
the difference was 5 mm. or less, in 12 it lay between 
5 and 10 mm., and in 25 it was over 10mm. On 12 other 
occasions the central retinal pressure could not be 
accurately measured, but there was rough approximation 
to that in the superficial temporal artery. 

It is concluded that: (1) The average maximum 
pressure in the temporal artery rises parallel with a rise 
in the brachial artery, and consequently the ratio between 
them also rises, in accordance with the laws of physics. 
(2) In different cases measurement of the maximum 


“ temporal pressure and therefore of the ratio may give un- 


reliable results, owing to the variations in the con- 
sistency and calibre of the temporal artery and its 
branches. (3) Changes in the ratio temporal pressure/ 
brachial pressure do not correspond with changes in the 
central nervous system and fundus retini. (4) Fluctua- 
tions in the ratio in any given case of hypertension are 
obviously dependent on changes in tonus of the temporal 
artery and its branches. (5) The parallelism between 
the systolic pressures in the temporal artery and the 
central retinal artery is far from exact. (6) Measure- 
ment of pressure in the temporal artery is not a useful 
index of that in the arteries of the brain. 
L. Firman-Edwards 
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Disorders of the Blood 


1382. The Reduction of Methaemoglobin in Red Blood 
Cells and Studies on the Cause of Idiopathic Methaemo- 
globinaemia 

Q. H. Gipson. Biochemical Journal [Biochem. J.] 42, 
13-23, 1948. 7 figs., 35 refs. 


Methaemoglobin (MHb) disappears rapidly from nor- 
mal red cells and slowly from those from patients with 
idiopathic methaemoglobinaemia; this difference does 
not depend on the plasma. MHb produced in normal 
cells by the action of nitrite is reduced only slowly when 
cells are suspended in saline and more rapidly when 
glucose or lactate is added, 0-5 mol. lactate reducing 
1 mol. MHb and forming 0-5 mol. pyruvate; in the 
presence of glucose and sodium fluoride, phospho- 
glycerate accumulates during the reduction, while mono- 
iodoacetate inhibits the reduction. These reactions do 
not occur in cells from patients with idiopathic methaemo- 
globinaemia. Both normal cells and pathological cells 
contain the same quantities of triosephosphate and lactic 
enzymes, and of diphosphopyridine nucleotide. Methy- 
lene blue accelerates the reduction of MHb by glucose in 
normal and pathological cells, but that by lactate in 
normal cells only. The pathological cells contain a 
smaller concentration of coenzyme factor I fhan do nor- 
mal cells, and this accounts for the failure of reduction by 
lactate. 


A B 

Glucose Glucose 

Triosephosphate 2 Hexosemonophosphate 

Pentosephosphate 

Dehydrogenases Dehydrogenases 

4 Coenzyme I 4 Coenzyme Il 

5 Coenzyme factor I 5 Coenzyme factor II 


6 Methaemoglobin 6 Methylene blue 


Methaemoglobin 


Diagrammatic scheme of the reactions taking place in the re- 
duction of MHb in erythrocytes. Column A reactions occurring in 
the absence of methylene blue ; B in the presence of methylene blue. 
In cases of idiopathic methaemoglobinaemia where there is a defi- 
ciency of coenzyme factor I, the reactions in column A do not occur, 
and MHb reduction is very low. 


It is concluded that: (1) In normal cells MHb reduc- 
tion requires coenzyme I dehydrogenases, associated 
with which is coenzyme factor I. (2) Coenzyme factor | 
is deficient in patients with idiopathic methaemoglobin- 
aemia. (3) Addition of methylene blue permits a new 
enzyme system to reduce MHb; this requires coenzyme 
II dehydrogenases and coenzyme factor II. (4) Com- 
plete conversion of haemoglobin to MHb in patients with 
idiopathic methaemoglobinaemia is prevented by non- 
specific reductions, notably by ascorbic acid, which when 
oxidized is again reduced by glutathione. (5) Idiopathic 
methaemoglobinaemia should be classed as an inborn 
error of metabolism, due to a failure to form coenzyme 
factor I in the red cell. G. Discombe 


1383. Hyperprothrombinemia Induced by Vitamin K in 
Human Subjects with Normal Liver Function 
P. N. UNGer and S. SHAPIRO. Blood [Blood] 3, 137-146, 
Feb., 1948. 13 refs. 


Thirty-eight subjects (21 normal persons and 17 
patients with essential hypertension) with normal liver 
function were studied, all having normal prothrombin 
times. The latter were determined, before and after 
treatment with synthetic vitamin K intravenously, in 
whole and diluted (12-5 and 8%) plasma from venous 
blood. From the results it was concluded that admini- 
stration of vitamin K produces hyperprothrombinaemia. 
This continues for short periods of 24 to 48 hours after 
the parenteral administration. John F. Wilkinson 


1384. Erythrocyte-therapy in Anaemic States and 
Leucoses. MpH aHeMHYeCKHX 
COCTOAHHAX 

K. K. VLAbos, I. I. JuROvsKAYA, and F. R. VinoGRab- 
FINKEL. Meguunua [Klin. Med., Mosk.] 
25, No. 7, 3-13, 1947. 


Drip transfusions of concentrated erythrocyte suspen- 
sions were given to patients with anaemia or leucoses. 
The volume transfused was 250 ml. in 20 to 30 minutes; 
the blood was of group O or the patient’s own group, 
haemoglobin content 85 to 105%, erythrocytes 5 to 
7-5 million per c.mm.; the volume index of erythro- 
cytes was 70 to 95, and the time of storage of erythrocyte 
suspension was 2 to 8 days [method of preparation of 
erythrocyte suspension not given]. The advantages of 
erythrocyte suspensions over whole blood transfusions 
in anaemic conditions, and in the pre-operative prepara- 
tion of patients, lie in the rarity of post-transfusion 
plasma-protein reactions (only 15 cases of severe reaction 
and 66 of mild reaction in a total of 437 cases), and in 
the possibility of introducing the maximum number of 
erythrocytes without overloading the circulatory system. 
The donor’s corpuscles survive for up to 47 days in the 
blood of the recipient. After transfusion there is 4 
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tendency to neutrophil increase without increase in the 
total leucocyte count. Bone marrow puncture reveals 
some stimulation of the leucoblast apparatus, with 
increase of myelocytes and young forms and sharp 
reduction in the number of erythrocyte mother cells and 
pro-erythroblasts but an increase in polychromatophils 
and orthophil erythroblasts and normoblasts. Two to 
3 hours after a massive transfusion (up to 750 ml.) 
of erythrocyte suspension there was as a rule only an 
insignificant increase in plasma bilirubin unaccompanied 
by urobilinuria. Erythrocyte transfusion is indicated 
in all cases where there is no overaction of the reticulo- 
endothelial system; even in chronic hepatitis small 
transfusions (up to 250 ml.) can be tolerated. In 71 
cases of subacute and chronic post-haemorrhagic 
(hypochromic) anaemia there was a rapid and lasting 
effect; within 24 hours the haemoglobin values had risen 
by 10 to 15% and the erythrocyte count by | to 1-5 mil- 
lion, with relatively less rise in colour index owing to lack 
of iron. In macrocytic anaemia erythrocyte transfusion 
combined with liver therapy and administration of 
nicotinic acid caused a more rapid increase in the 
haemoglobin content than in the erythrocyte count. 
The post-transfusion reactions usual after administration 
of citrated whole blood in cases of acute aplastic anaemia, 
chronic hyperplastic anaemia, and haemorrhagic dia- 
thesis were not observed when erythrocyte suspensions 
were used. In 22 cases of acute and subacute leucosis 


(myelosis and lymphadenosis) treated by erythrocyte 


transfusion combined with penicillin, the prolongation 
of life was only from 2 to 12 months. Cases of chronic 
myelosis were treated successfully with arsenic and a 
weekly transfusion of 250 to 375 ml. of erythrocyte 
suspension. In chronic lymphocytosis and myelosis the 
transfusion of erythrocyte suspension is a valuable pre- 
paration for subsequent x-ray or arsenic treatment. 
T. R. Parsons 
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1385. Folic Acid 
J. F. WiLKInson. British Medical Journal [Brit. med. J.] 
1, 771-776, April 24, 1948. 2 figs. 


The work on the relations of folic acid and vitamins Bc 
and M is summarized. Details are given of the results 
of treatment of pernicious anaemia with folic acid. The 
author again emphasizes the importance of proper 
selection of cases for test: the patient should have a 

egalocytic anaemia, megaloblastic marrow, and achylia 
gastrica: there should be no complications or marked 
cord involvement, and no effective anti-anaemic treat- 
ment should have been given previously. A satisfactory 
response includes: (1) a good reticulocyte response 
inversely proportional to the initial red cell count; 
(2) transformation of megaloblastic to normoblastic 
marrow; (3) a sustained rise in the red cell. count and 
haemoglobin value with a return to normal levels; and 
(4) clinical remission of symptoms. 

Folic acid was given parenterally to 4 patients in doses 
varying from a single intravenous dose of 200 mg. to 
divided doses of 15 mg. intramuscularly daily or on 


alternate days; the initial results were good in all cases. 
To 17 other patients doses varying from 1-25 to 30 mg. 
daily were given by mouth for long periods. The 
immediate results of treatment were good, but the 
reticulocyte response and the improvement in the blood 
count were not quite what would have been expected 
from effective treatment with liver or desiccated stomach. 
All symptoms were completely relieved, except those due 
to central nervous system disturbance. No toxic effects 
were noticed. Most of these patients have been main- 
tained on folic acid treatment until there was some 
definite indication for stopping it, such as the develop- 
ment of nervous system signs. These patients have 
been treated by folic acid for periods of up to nearly 
2 years and have remained well on doses of up to 20 mg. 
daily. Patients given less than 20 mg. daily have usually 
sooner or later shown a tendency to relapse and the dose 
has had to be increased. 

The serious disadvantage of folic acid treatment is the 
liability of the patient to develop signs of subacute 
combined degeneration of the spinal cord. Thus, 4 
patients previously free from nervous system signs have 
developed quite rapidly signs of nervous system disease— 
loss of vibration sense in the legs, depression of knee and 
ankle jerks, and even extensor plantar responses; 3 
others with symptoms before treatment have become 
worse, and 1 patient has not improved. In all these 
cases treatment was changed to desiccated stomach or 
liver administration, and all have showed some im- 
provement. Although folic acid may have a place in 
obtaining rapid results in the initial treatment of perni- 
cious anaemia, it is neither the best nor the cheapest 
form of treatment and must not be given alone to patients 
with neurological symptoms. 

Four patients with refractory macrocytic anaemia and 
normoblastic marrow pictures failed to respond to folic 
acid. One patient with achrestic anaemia (megalo- 


_ blastic marrow and free hydrochloric acid in the gastric 


juice) did respond satisfactorily. M. C. G. Israéls 


1386. Studies on Post-gastrectomy Anaemia. (Ricerche 
sugli stati anemici consecutivi a resezione gastrica) 

M. Fioris and D. MArtTINI. Archivio per le Scienze 
Mediche [Arch. Sci. med.] 85, 53-92, Feb., 1948. 54 refs. 


The authors studied 17 cases of partial gastrectomy 
for peptic ulcer, all performed by the Polya technique, 
two-thirds of the stomach having usually been removed. 
Eight of the patients were free from malaria, while the 
remaining 9 suffered from chronic malaria. Detailed 
haematological examinations, including examination of 
the bone marrow, and fractional test meals, were carried 
out in all cases before and at varying intervals after 
operation (15 days to 52 months). Of the 8 non-malarial 
cases, the blood picture in 1 showed no appreciable 


alteration, in 3 there was a moderate normochromic, — 


normocytic anaemia, in 1 a moderate hypochromic 
anaemia, in 2 only a slight reduction in the red cell 
count, and in 1 a pronounced anaemia with a high 
colour index (1-4), but without evidence of excessive 
haemolysis. As in other cases there was a marked 
hypochlorhydria. In all the malarial cases an anaemia of 
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variable intensity developed usually normochromic and 
normocytic, but in 1 case hypochromic and in 2 cases 
hyperchromic. These last 2 showed evidence of exces- 
sive haemolysis and the usual marked hypochlorhydria. 
The authors conclude that anaemia developed in 50% 
of their non-malarial patients, and more frequently in 
malarial patients. Usually it is of only moderate degree. 
It appears at variable intervals after operation, usually 
after several months, and it does not tend to disappear 
even after several years. Most commonly it has the 
character of a regenerative, normochromic, normocytic 
anaemia, while hypochromic and hyperchromic anaemias 
are uncommon. The authors consider that their results 
correspond with those of Monasterio, who suggested that 
extensive resections of the stomach lead to a reduction 
in the quantity of a general regulator of haematopoiesis 
which is different from Castle’s factor and from principle 
Y, necessary for the utilization of iron. G. Lorriman 


1387. Anemia in Rats Infested with Bartonella muris 
and Injected with Pteroylglutamic Acid 

H. M. SmitH and F. E. Emery. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 67, 178-179, Feb., 1948. 1 fig., 
9 refs. 


Fully grown albino male rats received an intra- 
peritoneal injection of saline containing blood taken 
from rats suffering from acute infestation with Bartonella 
muris. Several days to weeks later the former rats 
underwent splenectomy. Haemoglobin estimations and 
red cell counts were made every 3 to 6 days for several 
weeks. Some of the rats in each group were given daily 
intramuscular injections of 40 pg. of pteroylglutamic 
acid, which aided new erythrocyte formation and kept 
the blood count above that in the untreated rats during 
the progressive anaemia due to the bartonella infestation. 
After the erythrocyte count had reached its lowest level, 
and blood regeneration exceeded red cell breakdown, 
the injected animals had considerably more capacity for 
new red cell formation than had the controls. 

G. B. West 


1388. Mucous Membrane Changes of the Vulva in 
Pernicious Anaemia. (Mdllersche Schleimhautveran- 
derungen an der Vulva) 

A. KatuHe. Dermatologische Wochenschrift [Derm. 
Wschr., Leipzig] 119, 148-156, 1947. 3 figs., 7 refs. 


The changes of the vulva which the author describes 
are similar in character to the glossitis in pernicious 
anaemia. The lesions consisted of bright red patches 
of erythema, often symmetrically arranged. In several 
patients they gave rise to a burning sensation. Like 
the glossitis, the condition was often found to precede 
frank pernicious anaemia by many years. More rarely 
the same condition accompanied hypochromic anaemia. 
These vulval changes responded to liver and iron therapy 
respectively. The differential diagnosis is discussed and 
particular mention is made of trichomonas vaginitis, 
tertiary syphilis, and lichen planus. Three fully 
developed and 5 suspected early cases of pernicious 


anaemia with these vulval changes are presented. As 
these changes are often precursors of pernicious anaemia, 
their discovery should lead to early diagnosis ang 
specific treatment. G. W. Csonka 


1389. Congenital Hemolytic Jaundice. The Patho- 
genesis of the ‘* Hemolytic Crisis ” 

P. A. OwrEN. Blood [Blood] 3, 231-248, March, 1948, 
16 figs., 21 refs. 


Six cases showing all the criteria of congenital haemo- 
lytic jaundice were studied during crises. Jaundice 
decreased as the anaemia increased; the size of the 
spleen was unchanged. Severe anaemia developed, 
with granulocytopenia and thrombocytopenia, the 
reticulocytes disappeared, serum colour became normal, 
and the urobilinuria decreased. The marrow now 
showed aplasia of the red cell precursors. On about the 
ninth day of the crisis the pro-erythroblasts in the marrow 
began to regenerate followed by increased erythropoiesis 
until, on about the fourteenth day, the marrow was 
crowded with normoblasts and there was a marked 
reticulocytosis in the peripheral blood. A leucocytosis 
and increase in the platelets followed, with recovery 
from the anaemia. It is suggested that the anaemic 
crises are due to an acute aplasia of the marrow which, 
with the short life-span of the abnormal red cells present, 
produces the rapid anaemia. Marjorie Le Vay 


1390. Hematologic Studies on Children of Rh-Negative 
Women Compared to those of Rh-Positive Women 

E. L. Potter and H. E. BERNSTEIN. Journal of Pediatrics 
[J. Pediat.] 32, 246-250, March, 1948. 


It has been suggested that mild degrees of anaemia in 
infants may be due to Rh or A-B incompatibility. The 
authors have investigated 244 apparently normal infants 
from this point of view, and have studied haemoglobin 
values, and erythrocyte, leucocyte, and differential 
counts on the first and eighth days of life. When the 
results were classified according to the compatibility of 
the A-B and Rh factors of the mother and child, no 
haematological differences were demonstrable between 
those in which the infant’s blood was compatible with 
that of the mother and those in which it was incompatible. 
Both groups were combined to give normal mean values. 

Doreen Daley 


.1391. The Mechanism of Transplacental Isoimmuniza- 


tion 


P. Levine. Blood [Blood] 3, 404-413, April, 1948. 38 
refs. 


LEUKAEMIA 


1392. Effect of p-Aminobenzoic Acid on the Leucocyte 
Count in Leukaemia 
J. BicueL. Nature (Nature, Lond.] 161, 353, March 6, 
1948. 1 fig., 3 refs. 


p-Aminobenzoic acid has a leucopenic effect when 
used for the treatment of rickettsial affections in man. 
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The drug was therefore given to patients with leukaemia 
in an attempt to reproduce this effect. Four patients 
with chronic lymphatic leukaemia and 2 with chronic 
myeloid leukaemia received 2 g. every second hour 
throughout the 24 hours. The drug actually caused an 
abrupt rise in the leucocyte count, from 10,000 to 100,000 
per c.mm. each day. If the drug was continued for 
several days the patients complained of pressure and 
discomfort in the enlarged lymph nodes and the spleen. 
X-ray therapy was started and the leucocyte count 
decreased as usual, if not more rapidly. There was no 
effect on red cells or haemoglobin. Later the same 
result was obtained with smaller doses of p-aminobenzoic 
acid. When the drug was given to 8 patients with non- 
leukaemic diseases this effect was not seen. The cause 
of the phenomenon is not known. M. C. G. Israéls 


1393. Reflections on the Treatment of Acute Leucoses by 
Exsanguination-Transfusions. (Réflexions sur le traite- 
ment des leucoses aigués par I’exsanguino-transfusion) 

J. BERNARD and M. Bessis. Sang [Sang] 19, 45-50, 
1948. 3 refs. 


Cases of acute leukaemia have been treated by ex- 
sanguination-transfusion with slight or no undesirable 
reaction. The most striking result was that in some cases, 
even in moribund patients, a complete remission occurred. 
Not only did the fever, pallor, haemorrhages, and 
buccal signs subside, but lymph nodes, spleen, and liver 
diminished in size. The peripheral blood and marrow 
became normal, though this often took some time. The 
possible reasons for this dramatic response are discussed 
under: (a) the removal of leucoblastogenic substances; 
(6) the supply of a necessary vitamin or hormone for 
leucocyte maturation, or, on the other hand, of a leuco- 
blastic antibody. Sufficient time has not yet elapsed for 
the evaluation of long-term results, though some cases 
have shown signs of relapse. 


[The title, it is true, promises only reflections. The 


lack of details of the dramatic changes in peripheral blood 
and marrow is nevertheless disappointing.] 
John F. Loutit 


1394. Remissions in Acute Leukaemia. (Les rémissions 
de la leucémie aigué) 

B. Dreyfus. Revue d’Hématologie [Rev. Hémat.] 3, 
29-47, 1948. 1 fig., 32 refs. 


The author has studied the literature relating to 
Temissions in acute leukaemia, and concludes that in 
almost every case the improvement, temporary though 
it is, has followed repeated transfusions—usually of 
blood, but sometimes of plasma. The work was stimu- 
lated by the observation (Bessis and Bernard, Bull. 
Soc. méd. Hép. Paris, 1947, 29, 871) that remissions 
could be brought about in some cases of acute leukaemia 
by exsanguination-transfusion, which has been carried 
out even in adults. He stresses the promptness with 
which improvement occurs; this, in his opinion, excludes 
the possibility of the improvement being spontaneous. 
In order to obtain the best results it-is essential to deal 
with the coincident infection by giving massive doses of 

M—2D 


penicillin. He does not accept the suggestion that the 
improvement following transfusions is due to the presence 
of a maturation factor in the transfused blood, because 
subsequent transfusions do not produce further remis- 
sions. Further, the effect of the transfusion is exerted 
on the whole process of blood formation and not only on 
leucopoiesis. The improvement does not appear to be 
due to a transformation of the “ blasts”’ into adult 
leucocytes. There appear to be two processes; the first, 
which occurs remarkably quickly, is a massive destruc- 
tion of “ blasts” in the circulation, while the second, 
which is slower but progressive, lasting even for several 
weeks, is a revival of normal blood formation. The 
reason for the failure of subsequent transfusions is still 
unknown, but there is an obvious resemblance to the 
development of resistance to such substances as the 
sulphonamides in infective diseases. A, Piney 


1395. Course of an Acute Leucosis Treated by Repeated 
Transfusions and Penicillin. (Evolution d’une leucose 
aigué traitée par les transfusions répétées et la pénicilline) 
E. May, R. CATTAN, P. FRUMUSAN, and G. BILSKI- 
Pasquier. Revue d’Hématologie [Rev. Hémat.] 3, 13-28, 
1948. 11 figs., 1 ref. 


This is a detailed report of a case of acute leukaemia 
treated by repeated transfusions and penicillin, the point 
of interest being that there was a complete remission, 
both clinical and histological, although relapse did occur. 
The striking feature was the extraordinary fall in the 
number of leucoblasts shortly after the transfusions, the 
percentage falling from 98 to 4 in about 6 weeks, by 
which time over 24 transfusions had been given. At the 
same time, the leucocyte count fell from 40,000 to 6,400 
per c.mm.; a fortnight later, no abnormal cells were 
found in the blood, and for some 6 weeks the haemogram 
remained normal, but a sudden and ultimately fatal 
relapse developed. The haematological improvement 
coincided with general clinical improvement. Relapse 
began with a series of local infiltrations in the parotids 
and cervical lymph nodes while the blood picture of 
typical acute leukaemia first manifested itself again 
some weeks later. The individual transfusions were only 
of about 150 ml. each and the authors believe that the 
frequency of transfusions is more important than the 
total amount of blood given. When the blood picture 
became normal the marrow obtained by sternai puncture 
also appeared normal and at this time the transfusions 
were stopped. The authors feel that the remission might 
have been prolonged if small transfusions had been 
continued. Penicillin does not appear to have any action 
on the leukaemic process but is of value in preventing 
infective complications. A striking fact was that death 
occurred at a time when the blood picture suggested 
aplasia of the marrow (leucocytes 800 per c.mm.), while 
the marrow was in fact grossly hypoplastic. The 
authors suggest, therefore, that death took place after 
the initial effect of the transfusions on the abnormal 
cells, but before the marrow had time to regenerate and 
produce cells. 

[This case should be compared with those —— by 
Dreyfus; see Abstract 1394.] Piney 
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Respiratory Disorders 


1396. Resorption of Penicillin after Inhalation. [In 
English] 

P. DraGsteD and M. SCHWARTZ. Acta Medica Scan- 
dinavica [Acta med. scand.| 130, 45-56, March 10, 1948. 
11 figs., 33 refs. 


The purpose of this investigation was twofold, namely, 
to determine what levels of penicillin in the blood could 
be obtained by inhalation of the drug, and to examine 
the influence of modifications of technique on absorption. 
Healthy adults inhaled penicillin dissolved in 1 to 
3-5 ml. normal saline. The volunteers inhaled until the 
nebulizer was empty; this took from 7 to 30 minutes. In 
most experiments an American vaponephrine nebulizer 
was used, the pressure being obtained from an oxygen 
cylinder. An arrangement was incorporated so that the 
nebulizer worked during inspiration only, and amounts 
varying between 25,000 and 400,000 units were inhaled. 
For details of results the graphs given must be con- 
sulted, but by comparison with the curve obtained after 
intramuscular injection of 40,000 units it was found that 
it is possible, by inhalation, to obtain relatively high peni- 
cillin blood levels. For example, immediately after 
inhaling 400,000 i.u. a concentration of 100 i.u. per 
100 ml. serum was obtained; this value fell to some 
10 i.u. within 3 hours. This corresponds closely to the 
values obtained after injecting 40,000 i.u. intramuscularly, 
and the authors are of the opinion that, should injection 
be impossible, inhalation might be substituted. 

\ S. Oram 


1397. Investigations on Acute Infections of the Respira- 
tory Tract. IV. Experimental Studies on the Effect of 
Small Doses of Sulfonamides in Respiratory Tract 
Infections. [In English] 

G. LérstréM. Acta Medica Scandinavica [Acta med. 
scand.] 130, 1-11, March 10, 1948. 12 refs. 


The present investigation on the effect of sulphon- 
amides on respiratory infections was carried out with 
patients from a Swedish regiment. Alternate patients 
with acute respiratory tract infection were given 0-5 g. 
“ sulfadimin ” (sulphadiazine) night and morning until 
cured or moved from the regiment. Those with serious 
complications were sent to hospital and given the usual 
therapeutic doses of sulphadiazine. On the first day of 
illness a throat swab was taken, together with blood for 
serological study. The blood was again sampled after 
10 days and examined for complement-fixing antibodies 
against influenza A and B viruses. There were 130 in- 


fections in 110 men; 58 individuals received sulphadiazine 


and 72 did not. The throat swab was examined for 
pneumococci, streptococci, and Haemophilus influenzae— 
the pneumococci and streptococci being typed. Chemo- 
resistance of organisms isolated was examined in the 
case of 51 pneumococcal and 48 streptococcal strains. 


Sulphadiazine levels in blood were determined. Bacterio- 
logical examination revealed a fairly even distribution 
of pneumococcal types between the 2 groups, without any 
evidence of an epidemic. There was no suggestion of an 
epidemic of streptococcal infection. In 17 cases in each 
group none of the above-mentioned bacterial species was 
found, suggesting that the infection was due to a virus, 
Serological examination revealed antibodies against 
influenza viruses to approximately the same extent as in 
normal material. 

The chemo-resistance of the organisms was regarded 
as the lowest dilution of the drug which would produce a 
moderate to weak growth. The pneumococci on the 
average did not grow in concentrations greater than 
0-63 mg. sulphadiazine per 100 ml. while 75% of the 
streptococci grew in 20 mg. sulphadiazine per 100 ml. and 
the other 25% in an even greater concentration. The 
blood levels ranged from 0-4 mg. per 100 ml. on the second 
day of treatment to 2 mg. per 100 ml. on the third. A 
comparison between the two groups revealed no significant 
difference in the incidence of complications; the lengths 
of stay in hospital or of absence from duty were also 
similar. There is therefore little reason to believe that 
sulphadiazine acted as a prophylactic in shortening the 
length of illness or preventing complications. 

J. Dawson 


1398. On the Pathophysiological and Clinical Aspects of 
the Crises of Asthma Bronchiale. I. The Pulmonary 
Ventilation, Oxygen Uptake and Blood Pressure. [In 
English] 

H. COLLDAHL. Acta Medica Scandinavica [Acta med. 
scand.| 128, 551-577, Sept. 22, 1947. 1 fig., 35 refs. 


In 1943 the author (Acta physiol. scand., 1943, 6, 
Suppl. XVIII) investigated the oxygen consumption and 
pulmonary ventilation in experimentally induced asthma 
in guinea-pigs. In the present paper he extends his 
observations to cases of asthma in human subjects and 
reports essentially similar findings. 

During severe asthma the ventilation of the lungs and 
oxygen consumption may each be below even basal 
requirements despite the energy expended as a result of 
the asthmatic attack. A considerable oxygen debt may 
thus arise which is made good by prolonged increased 
ventilation and oxygen intake after the attack is over. 
In milder attacks the total ventilation and oxygen con- 
sumption are raised, sometimes by more than 100%, as 
compared with basal requirements. An oxygen debt is 
not incurred in these circumstances, since adequate 
ventilation is possible, and respiration quickly returns to 
normal after the attack. The systolic and often also the 
diastolic -blood pressure rise very considerably during 
severe attacks of asthma. In mild attacks, however, 
little or no change is demonstrable. 

It is of interest that in the course of this work it was 
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found that in patients not at the time suffering from 
asthma the intravenous injection of theophylline ethylene- 
diamine (0-24 g.) caused an increase in the pulmonary 
ventilation of from 10 to 30%, which lasted for some 5 
minutes, while the oxygen intake was increased similarly 
but remained elevated for from 1 to2 hours. Adrenaline 
and adrenaline retard (0-5 ml.) by subcutaneous injection 
resulted in a comparably prolonged elevation of the 
oxygen intake of up to 20%, but had only a slight effect 
upon the total pulmonary ventilation. 
W. D. W. Brooks 


1399. Medical Treatment of Acute and Chronic Pul- 
monary Abscesses 

D. T. SmitH. Journal of Thoracic Surgery [J. thorac. 
Surg.] 17, 72-90, Feb., 1948. 6 figs., 55 refs. 


The author points out that a review in 1936 of 2,114 
cases of pulmonary abscess showed a mortality rate of 
34% with both medical and surgical treatment. He 
gives tables summarizing subsequent reports which reveal 
very little improvement; the mortality rates given by the 
different authors ranged from nil to 50%, indicating that 
the definition of what is included under the term lung 
abscess varies considerably. 

The author reviews 135 cases of primary lung abscess 
admitted to the Duke Hospital, Durham, N.C. Of the 
patients in whom the abscess followed an operation, 
such as tonsillectomy, 51% were well, compared with 36% 
for the whole series. This agrees with the experience of 
other workers. There were 38 cases of less than 4 weeks’ 
duration calculated from the onset of the first febrile 
reaction; 2 patients who received surgical treatment 
died; of the 36 patients treated medically 19 recovered 
and 5 died; in the remainder the condition became 
chronic. After 4 weeks the proportion of cases in 
which medical treatment was successful fell steadily. 
Of the patients treated surgically, however, about 40% 
were well, and in the remainder the proportion of deaths 
decreased and the proportion of chronic cases increased 
as time went on. 

Bacteriologically 35 of the cases were due to pyogenic 
organisms and 100 to fusospirochaetal infection. It was 
found that a combination of organisms would cause 
abscesses although the individual components would not. 
In the pyogenic type, staphylococci were the commonest 
organisms; pyogenic abscesses did not produce foul 
sputum. Sulphonamides were useful in the pyogenic 
type but useless in the spirochaetal. Results with peni- 
cillin were good. The author concludes that pyogenic 
abscesses should not be drained but should be treated 
medically; the damaged area of the lung should be 
removed without delay if the response is not good. 
Spirochaetal abscesses should be treated medically and 
operation performed [? by drainage] if no improvement 
is seen in the radiograph by the end of 6 weeks. 

Finally, the results of medical treatment are re-assessed 
on the basis of an assumption that all cases were medical 
before operation. On this basis 21% of patients died, 
18% were well, and in 60% the condition became chronic. 
It would appear that the results of medical treatment are 
worse than is generally supposed. F. H. Young 


1400. Lipoid Pneumonia Simulating Bronchogenic 
Carcinoma 


R. M. Janes. Journal of Thoracic Surgery [J. thorac. 
Surg.] 16, 451-457, Oct., 1947. 6 figs., 5 refs. 


In the 2 cases of lipoid pneumonia simulating broncho- 
genic carcinoma described in this paper the diagnosis 


- was established by biopsy. In Case 1 the diagnosis of 


bronchial carcinoma seems to be hardly justified by the 
evidence as presented in this paper. The radiograph 
showed an extensive shadowing in the right upper zone, 
but in spite of this bronchoscopy did not reveal any 
bronchial obstruction. An abnormal shadow discovered 
by accident on routine x-ray examination in Case 2 was 
regarded as being a bronchial carcinoma. 

[A difference in the use of the word pneumonia in 
Britain and America is clearly illustrated by this article. 
In Britain pneumonia is a clinical term, and when used 
loosely refers to any febrile condition associated with 
changes in the lungs. In America the term pneumonia 
is applied to radiological shadows in the lungs.] 

F. P. Lee Lander 


1401. Procaine Penicillin G in Oil. I. Plasma Concen- 
trations; Preliminary Observations on its Use in 
Pneumonia 

W. P. Bocer, J. E. Oritt, H. L. Israet, and H. F. 
Fuippin. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 250-256, March, 1948. 2 figs., 
7 refs. 


Although penicillin suspended in peanut oil and bees- 
wax sustains an effective plasma concentration for some 
hours after a single intramuscular injection, allergic 
reactions, formation of sterile abscesses, and pain are 
serious disadvantages. This article is a preliminary 
communication on the results of the use of penicillin G 
combined with procaine and suspended in oil. Procaine 
and penicillin G are combined in equimolecular quanti- 
ties to form a crystalline salt, which is relatively insoluble 
in water (less than 0-7% at 28° C.); 7,000 units of peni- 
cillin can be dissolved in 1 ml. of water. The procaine- 
penicillin G crystals were suspended either in cotton-seed 
oil or in sesame oil so that 1 ml. contained 300,000 units 
of penicillin and 125 mg. of procaine. The solution in 
sesame oil proved more stable and more fluid and was 
therefore preferred. It could be injected through a 
No. 21 gauge needle, more easily after slight warming. 
As the penicillin settled out on standing, vigorous shaking 
was needed before use. 

A control series of 9 subjects without hepatic, cardiac, 
or renal disease each received an intramuscular injection 
of 1 ml. of procaine-penicillin G in oil (300,000 units of 
penicillin). Penicillin plasma concentrations were deter- 
mined at 1, 6, 12, 24, 30, 36, 48, 54, 60, arid 72 hours. 
Plasma penicillin exceeded 0-039 unit per ml. for: more 
than 6 hours in | case, for more than 12 hours in 7 cases, 
and for more than 30 hours in | case. Ten consecutive 
patients with pneumonia each received | ml. of procaine- 
penicillin G in oil (300,000 units of penicillin) and the 
penicillin plasma concentrations were determined at 
intervals as in the control series. In 3 patients no 
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penicillin was detected at 21 hours or Jess, and in 7 the 
penicillin concentration exceeded 0-039 unit per ml. for 
24 to 70 hours. The acute illness with its associated 
dehydration was a factor in maintaining an effective 
plasma concentration for a longer period. In all patients 
the temperature fell after the injection of penicillin and 
in 8 no further treatment was needed. A second series 
of 12 patients with pneumonia was studied clinically, 
but plasma penicillin concentrations were not determined. 
Each patient received a single intramuscular injection of 
600,000 units of procaine-penicillinG. Eight responded 
satisfactorily, requiring no other treatment, 3 needed a 
second injection of procaine-penicillin, and 1 relapse 
and was given routine penicillin treatment. . 

So far there has been no systemic reaction to procaine- 
penicillin, the injections have been painless, and only one 
subject, a known sufferer from food allergy, has developed 
urticaria. There is a risk of developing sensitivity to 
procaine; this and the effect of repeated injections of 
procaine-penicillin are being investigated. 

Arthur Willcox 


1402. The Effects of Chloroethylamines on Tumours, with 
Special Reference to Bronchogenic Carcinoma 

E. BoyLanpb, J. W. CLeGcG, P. C. E. RHODEN, 
and O. H. Warwick. British Journal of Cancer [Brit. 
J. Cancer] 2, 17-29, March, 1948. 7 figs., 9 refs. 


Three chloroethylamines, methyl-bis-(8-chloroethyl) 
amine hydrochloride (HN,), ¢ris-(8-chloroethyl) amine 
hydrochloride (HN), and dimethyl-8-chloroethylamine 
hydrochloride, have been used in the work reported here. 
Their action on the growth, cytology, and glycolysis of 
animal tumours, together with the results of trials on 
patients with bronchogenic carcinoma, are described. 

The animal experiments indicate the importance of 
adequate dosage. When C3H mice with spontaneous 
tumours or graft lymphosarcomata, or rats with Walker 
carcinoma, were given daily doses of 0-1 mg. per kg. of 
HN, by subcutaneous or intraperitoneal injection, the 
inhibition of growth was negligible. With higher doses, 
such as 0-4 to 1 mg. per kg., growth was checked. A 
single massive dose is more effective than divided doses. 
C3H mice grafted with lymphosarcoma and given | mg. 
per kg. of HN, survived longer than similar mice given 
5 doses of 0°2 mg. per kg., and a single dose of 0°4 mg. 
per kg. of HN, was more effective in inhibiting the growth 
of spontaneous mammary tumours than were 4 doses of 
0-1 mg. per kg. The hair of mice was bleached at the 
site of injection of the chloroethylamines. After rats 
with Walker carcinoma had received 1 mg. per kg. of 
HN, tumour-tissue glycolysis proceeded at a lower rate 
for 6 days, but the level of respiration remained constant. 
Cessation of treatment was followed by a return to 
normal levels of the growth rate and glycolysis of the 
tumour. Cytological effects induced by chloroethyl- 
amines were studied in transplanted Walker carcinomata. 
The animals received 1 mg. per kg. 4 to 10 days after 
tumour transplantation, and were killed at intervals of 
from 6 hours to 5 days after treatment. Dumb-bell 
shaped nuclei, apparently due to stickiness of the chromo- 
somes, and fragmented chromosomes with incomplete 


mitosis, were commonly seen. These effects were greatest 
from 24 to 48 hours after treatment, when all dividing 
cells were abnormal. 

Forty-one patients with - histologically proven car. 
cinoma of the bronchus, unsuitable for other forms of 
therapy, have been treated with chloroethylamines. HN, 
was injected intravenously, in a dose of 0-2 mg. per kg, 
on 2 consecutive days in 30 cases, in 10 of which the 
treatment was repeated once or several times at 3-week 
intervals or longer. In the remaining cases slight 
variations of this scheme of dosage were made. Tem- 
porary nausea, vomiting, anorexia, and weakness were 
common, but no serious adverse reactions were noted, 
Symptomatic relief and objective signs of improvement 
followed the injections in 18 cases, but no apparent effect 
was produced in 16 cases. Remissions have usually 
lasted for from 2 weeks to 3 months. There is no evidence 
that these substances alter the progressive course of the 
disease, though in 2 patients whose histories are given the 
favourable results could hardly be due to chance. The 
indications for the possible use of these substances as a 
palliative measure in advanced cases of this disease are 
discussed. H. G. Crabtree 


1403. Studies with Medicated Aerosols. The Use of — 


the Lungs as a Portal for the Introduction of Therapeutic 
Agents for Systemic Effect 

S. J. PRiGAL. Annals of Internal Medicine [Ann. intern. 
Med.] 28, 814-825, April, 1948. 3 figs., 40 refs. 


Medicated aerosols have considerable popularity 


in America and are well-known in Britain through the 
work of Joules and others. For effective therapy it is 
necessary to use a stable aerosol of small particles— 
namely, 2 or less. The present paper is a study of the 
employment of such aerosols by means of tents, sealed 
rooms, masks, and nozzles. The drugs were ammonium 
chloride, adrenaline, sulphathiazole, penicillin, strepto- 
mycin, “‘ aminophylline ’’, and various combinations of 
these. Sketchy buf cautiously optimistic evidence is 
brought forward to show the therapeutic value of these 
procedures, especially in long-standing conditions such 
as asthma, bronchiectasis, and chronic bronchitis. It is 
pointed out that the lungs form a highly convenient 
surface for absorption, because of their high vascularity 
and a kind of peristaltic rhythm derived from the alimen- 
tary origin of the pulmonary system. There is a certain 
amount of evidence that medication through the lungs 
leads to a substantially higher level of a drug in the blood 
and a more prolonged systemic effect than do the 
conventional routes. In fact, if medical aerosols ever 
become established in therapy on a large scale it will 
probably be because of their general action rather than 
any beneficial local action. G. F. Walker 


1404. Pulmonary Oedema 
G. R. CAMERON. British Medical Journal (Brit. med. J.] 
1, 965-972, May 22, 1948. 3 figs., bibliography. 


For Silicosis, see Section Hygiene and Public Health, 
Abstracts 1187-8. 
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1405. Peptic Ulcer of the Oesophagus 
P.R. ALLISON. Thorax [Thorax] 5, 20-42, March, 1948. 
18 figs., 3 refs. 


A study was made of 74 cases of peptic ulcer of the 
oesophagus seen at the General Infirmary at Leeds. In 
the adult group there were 63 patients, 34 male and 29 
female; 56 patients were over the age of 50. Dyspepsia 
in some form was present in 74%, three forms being 
noted: (1) high epigastric discomfort; (2) burning pain 
behind the sternum; and (3) a boring pain radiating 
into the back between the shoulders. Dysphagia was the 
most frequent symptom, occurring in 92%. Other 
symptoms included regurgitation of mucus and stomach 
contents, haemorrhage, and loss of weight. X-ray 
examination with barium must include very careful 
screening. In all except 2 patients a short oesophagus 
was found and a part of the stomach adjoining the cardia 
was shown to lie in the mediastinum. The common 
radiological findings were: (1) Short oesophagus with 
gastric hernia but no oesophageal deformity—8 patients. 
(2) Oesophageal stenosis without shortening or gastric 
pouch—2 patients. (3) Complete oesophageal obstruc- 
tion—2 patients. (4) Smooth, short oesophageal sten- 
osis with gastric pouch—17 patients. (5) Smooth, long 
stenosis—9 patients with short oesophagus and 2 with no 
shortening. (6) Distorted channel without stenosis but 
with shortening and gastric pouch—2 patients. (7) 
Irregular stenosis resembling a carcinoma—S patients. 
(8) Ulcer crater—5S patients. (9) Patulous cardia—4 
patients. (10) Associated para-oesophageal gastric 
hernia, a second pouch of stomach being present in 
addition to that associated with short oesophagus—8 
patients. (11) Indefinite: no characteristic abnor- 
mality—3 patients. 

Oesophagoscopic appearances varied with the amount 
of stenosis. In the absence of a stricture there were 
thickening and congestion, patches of leucoplakia, and 
superficial ulceration. In the short oesophagus the 
characteristic diaphragmatic constriction was absent. 
In the presence of stenosis there was congestion of the 
whole oesophagus and about 2 to 3 cm. above the 
stricture the mucous membrane showed acute superficial 
changes; these usually indicated a simple rather than a 
malignant lesion. The ulcer may be invisible beyond the 
stenosis, which feels soft when a bougie is passed through 
it. The operation of partial oesophago-gastrectomy with 
mediastinal anastomosis for carcinoma of the cardia 
produces the anatomical deformity of a short oesophagus 
with hernia of the stomach. Of 21 patients who survived 
this operation, 4 developed oesophageal ulcers. 

In the infant group, there were 7 patients between the 
ages of 6 months and 5 years. Symptoms were noticed 
at weaning, the children vomiting on taking solids. The 
radiological appearances were similar to those seen in the 
adult group. Ulceration and fibrosis spread up the gullet 
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more easily in infants than in adults; early recognition 
and surgical reduction of the hernia may prevent a life- 
time of dysphagia and malnutrition. The condition in 
one case was found at necropsy to be true peptic ulcera- 
tion from acid digestion of the oesophagus. 

The structure of the gastro-oesophageal junction, and 
the powerful “ pinch-cock ’’ formed by the diaphrag- 
matic crura around the cardia, combine to prevent the 
reflux of acid into the oesophagus. Acute or chronic 
peptic digestion of the oesophagus is found in all condi- 
tions in which acid regurgitation occurs. The most 
common cause is a defect of the diaphragm allowing the 
cardia and part of the stomach to slide upwards into the 
mediastinum. Acid digestion and ulceration of the 
oesophagus then result in oesophageal fibrosis and 
shortening, which render the defect permanent. The 
author maintains that oesophageal shortening in this 
condition is not congenital but acquired. The dia- 
phragmatic defect may be present at birth, but more often 
it develops later in life. 

The rational treatment is surgical cure of the deformity ~ 
which allows acid to reach the oesophagus; it has been 
described in detail by the author in a previous article 
(J. thorac. Surg., 1946, 12, 432). Encouraging results of 
this operation are reported. The majority of patients 
have not had symptoms severe enough to warrant 
operation and these have been treated medically. Ina 
few severe cases excision of the oesophageal stenosis 
followed by oesophago-jejunostomy has been necessary. 

A. F. Foster-Carter 


STOMACH AND INTESTINES 


1406. Recurrence in Duodenal Ulcer Under Medical 
Management 

C. A. FLoop. Gastroenterology [Gastroenterology] 10, 
184-199, Feb., 1948. 4 figs., 10 refs. 


This is a study of 181 males and 52 females suffering 
from duodenal ulcer. The initial treatment consisted of 
18 days in bed in hospital and a 2-hourly diet of milk and 
cream, with the gradual addition of other bland foods. 
Alkaline powders and phenobarbitone were also given. 
Smoking was forbidden. The patients were told when 
they left hospital to take food in purée form 6 times 
daily for at least a year. The average follow-up period 
was 6 to 9 years, but 27 patients were observed for 15 
years or longer. 

Only 48 patients (21%) remained symptom free; in 
the remainder the average rate of recurrence of symptoms 
was once in 2 years. Patients whose pain did not 
subside quickly—for example, within a few days of 
admission to hospital—were more prone to have recur- 
rences than the others. The seasonal incidence of ulcer 
is at its lowest in July and highest in March and Novem- 
ber. Surprisingly, it was found that obstruction of up 


405 


itest 
ding 
Car- 
IN, 
kg. 
the 
veek 
ight 
em- 
vere 
ted, 
nent 
fect 
ally 
nce 
‘the 
the 
The 
aS a j 
are 
2e 
> of 
utic j 
ern. * 

rity 
the 4 
it is 
“the | 
aled 
ium 
pto- 
s of 
is 
i 
uch 
It is 
jient 
rity 
nen- . 
tain 
ings 

ood 

the 
ever 

will 
han 
or 
| | 


406 DIGESTIVE 
to 50% of the barium meal at 6 hours was transitory; 
the obstruction was relieved by treatment in hospital 
and did not recur. Patients in whom there were repeated 
haemorrhages did not do well on medical treatment. 
Thirty patients (13%) out of the entire group were sub- 
jected to surgery for persistent pain, pyloric obstruction, 
or repeated haemorrhage. Unusual anxiety or fatigue 
preceded the onset of symptoms in 40%: Five patients 
died directly as the result of their ulcer, a mortality rate 
of 2:1%. In 4 cases the cause was haemorrhage and in 
1 case rupture of the oesophagus from vomiting. 
A. H. Douthwaite 


1407. Gastroscopic Observations in Secondary Syphilis 
I. R. ScHWarRtTz. Gastroenterology [Gastroenterology] 


10, 227-230, Feb., 1948. 


Twelve patients suffering from secondary syphilis 
with skin lesions and mucous patches on mouth or 
pharynx underwent gastroscopy before and after treat- 
ment with 2-4 million units of penicillin. In 7 cases 
there were areas of reddening and oedema in the gastric 
mucosa with submucosal bleeding and some erosions, 
and in 4 of the remaining cases similar but less intense 
changes. In 10 of the 12 cases examined within 3 days 
of the cessation of penicillin treatment gastric mucosa 
was completely normal. In 3 control cases examined 
before and after penicillin treatment no change in the 
mucosal appearance followed the treatment. Hypo- 
chlorhydria was found in 9 cases before treatment, and 
persisted in 4.. Sigmoidoscopic examination revealed 
tiny mucous patches in the lower rectum in 6, and in 
these Treponema pallidum was found in 3. 

Thomas Hunt 


1408. Studies on Mucus in the Human Stomach: Estima- 
tion of its Protective Action Against Corrosive Chemicals 
Applied to the Gastric Mucosa and Attempts at Quantita- 
tion of Gastric Mucin by Two Chemical Methods 

S. and H. G. Wotrr. Gastroenterology (Gastro- 
enterology] 10, 251-255, Feb., 1948. 1 fig., 5 refs. 


An attempt to estimate mucus secretion in the stomach 
by chemical tests was not very successful; direct observa- 
tion of the secreting mucous membrane showed that 
amounts of mucin and acid secreted could not be corre- 
lated. The importance of the finding that a high acid 
secretion may be present with a low mucin secretion and 
vice versa is emphasized in its bearing on gastric disorders. 
Estimates of mucin secretion in gastric juice are much 
affected by the amount of mucin, often very tenacious, 
which may adhere to the wall of the stomach. 

A study of the effects of chemical trauma on the gastric 
mucosa was carried out on a patient with a large gastric 
fistula but an otherwise normal stomach. Observation 
of the degree of erythema produced in the mucosa, and 
of the clearness or opacity of the mucus secreted, showed 
that even strong irritants caused only slight erythema, 
although a most intense reaction may result when the 
same irritants are applied to the skin. Mustard, 95% 
alcohol, and normal hydrochloric acid were some of many 
agents employed. Thomas Hunt 


DISORDERS 


1409. The Gastroscopic Appearance of Gastric Mucosa 
Before and After Vagotomy 

R. Wotrr. Gastroenterology [Gastroenterology] 19 
231-233, Feb., 1948. ; 


Gastroscopy performed after vagotomy in 8 patients 
suffering from duodenal ulcer, and 3 suffering from 
gastric ulcer, revealed a flabby atonic stomach with dull 
reddened mucosa and marked food retention in 10 of the 
11 patients. Gastric rugae were shallower and wider 
apart than in normal tonic stomachs. Subcutaneous 
injection of 5 mg. “ urecholine’’ increased tone and 
peristalsis in the stomach 30 minutes after administration, 

Thomas Hunt 


1410. The Influence of Amphetamine Sulfate upon 
Olfactory Acuity and Appetite 

F. R. and F. STONE. Gastroenterology [Gastro- 
enterology] 10, 708-713, April, 1948. 1 fig., 18 refs. 


The present paper describes a continuation of previous 
experiments. The olfactory threshold is defined as the 
smallest volume of odoriferous air, of which the smell 
can be recognized in three successive tests at an interval 
of 1 minute. Precautions were taken to test the patency 
of the nostrils. The subjects were 6 healthy female 
clerical workers aged 22 to 49 years. Normally there is 
an increase in olfactory acuity with hunger before lunch 
and before the subject goes home in the evening, and a 
decrease in acuity after lunch. If 10 mg. of amphetamine 
sulphate is given 60 to 90 minutes before lunch there is 
no rise in olfactory acuity, and the freely selected calorie 
intake at lunch is reduced by 35 to 40%. The fall in 
olfactory acuity after lunch is also more pronounced. 
If the amphetamine is taken instead of lunch, there is a 
fall in acuity, but the fall is not so great as that following 
intake of food. References are made to the experimental 
work on amphetamine and appetite. Denys Jennings 


1411. The Absorption of Xylose in Steatorrhoea . 
L. P. R. FourMAn. Clinical Science [Clin. Sci.) 6, 
289-294, Feb. 16, 1948. 23 refs. 


The author has studied the absorption of xylose in 
3 patients with tropical sprue, 3 patients with idiopathic 
steatorrhoea, and 2 patients with healed tuberculous 
mesenteric adenitis. In 4 normal subjects the xylose 
excretion in the urine averaged 6-0 g. in 5 hours after 
the administration of 25 g. of xylose by mouth. Xylose 
excretion was less and variable in all the patients with 
steatorrhoea. There did not appear to be any significant 
difference between absorption in the 3 types of case 
studied. Treatment with liver or yeast extract, or with 
folic acid, did not appear to affect xylose absorption. 
Xylose excretion over 24 hours was also lower than 
normal, and this was thought to exclude delayed empty- 
ing of the stomach as a causative factor in the diminished 
excretion. Close quantitative correlation between the 
fat-absorption defect and the xylose excretion figures 
could not be demonstrated. The excretion of xylose 
was shown to be normal in 1 patient given the substance 
intravenously. In one experiment phosphate was 
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administered with xylose without any alteration in 
absorption. The author concludes that there is a defect 
in xylose absorption in these patients, and that this 
indicates an upper intestinal lesion in sprue. He sug- 
gests that the xylose absorption test might be used as a 
measure of intestinal absorption in disease, and that the 
finding of normal xylose absorption might be a means of 
excluding steatorrhoea. 

[Unfortunately the evidence presented does not con- 
clusively demonstrate the existence of a defect of xylose 
absorption. In the study of intestinal absorption more 
detailed and more direct methods of study are badly 
needed. The introduction of artificial, indirect methods 
of this type is to be deprecated.] A, C. Frazer 


1412. Non-vitaminic Factors Involved in the Production 
of the ‘* Small Intestinal Deficiency Pattern ” 

W. H. Giass. Gastroenterology [Gastroenterology] 10, 
660-666, April, 1948. 5 figs., 6 refs. 


Five cases are reported in which the abnormal small 
intestinal pattern was not due to a vitamin deficiency. 
In 2 cases emotional factors are blamed; in 1 case of 
duodenal ulcer with a norma! jejunal pattern, advanced 
jejunal changes were observed on a single occasion when 
films were taken during a Méniére attack. In 1 patient 
the changes were found after gastro-enterostomy [very 
common] but not after a subsequent gastrectomy; in 
the fifth case there was an Organic prepyloric obstruction. 

Denys Jennings 


1413. The Influence of Pteroylglutamic Acid (A Member 
of the Vitamin M Group) on Gastrointestinal Defects in 
Sprue. A Study of Interrelationships of Dietary Essentials 
W. J. Darsy, E. Jones, H. F. WARDEN, and M. M. 
Kaser. Journal of Nutrition [J. Nutrit.] 34, 645-660, 
Dec. 10, 1947. 5 figs., 40 refs. 


Six adults suffering from sprue were studied during 
7 remissions produced by treatment with pteroyl- 
glutamic acid (PGA). The drug cured the glossitis and 
diarrhoea, and the x-ray pattern in the gastro-intestinal 
tract and the oral glucose tolerance returned to normal. 
The serum carotenoids, vitamin A, prothrombin, and 
vitamin E increased. The most probable explanation 
of the results is that in sprue the primary lesion is a 
change in gastro-intestinal absorption, and that this lesion 
is corrected by administration of PGA, provided it is 
not so long standing as to have become irreversible. 
[This excellent paper contains very good colour photo- 
graphs of the tongue.] H. M. Sinclair 


LIVER 


1414. Chemotherapy of Infections of the Biliary Tract. 
(Zur Chemotherapie entziindlicher Gallenerkrankungen) 
K. A. LAMMLI. Praxis [Praxis] 37, 81-92, Feb. 5, 1948. 
4 figs., bibliography. 


In biliary infections the frequent use of duodenal 
aspiration correctly carried out is recommended not only 
in diagnosis but also in treatment. In the therapy of 


such conditions, it is necessary to combat infection and 
biliary stasis and to protect the liver. Nicotinamide has 
been shown to be of value in protection of liver cells. 
This consideration led to the synthesis of pyridine-3- 
carbonyl-oxymethylamide bilamid’’). This drug was 
shown by animal experiments to have an antibacterial 
and a cholagogue action, while retaining the pellagra- 
preventing action of nicotinamide. The bile was 
examined bacteriologically in 31 patients, and a thera- 
peutic action of bilamid on pathogens in the bile was 
demonstrated. 

The author treated 221 patients with the drug; of these 
152 had a biliary infection, on which bilamid had, in 


_general, a good effect, 65 being clinically cured and 


another 78 improved. Administration of the drug cured 
27 out of 30 cases of a@ute enteritis. Bilamid may be 
administered by mouth or intravenously ; adults should 
receive 0-5 to 1 g. 3 times a day during the first few days, 
and 0-5 g. 3 times a day later. In severe infections, 
combined intravenous and oral therapy with 0-4 to 1 g. 
twice daily is recommended. Harold Jarvis 


1415. The Accuracy of Diagnosis of Jaundice 

W. F. Lipp, A. R. Lenzner, and A. H. AARON. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
137, 236-239, May 15, 1948. 4 refs. 


This article deals with the accuracy of the diagnosis 
in 412 patients admitted to one hospital during a period 
of 10 years with the main presenting sign of jaundice. 
The practical problem was to decide between operative 
and non-operative treatment—that is to say, between 
extrahepatic and intrahepatic forms of jaundice; an 
erroneous decision on this point was made in 16 patients 
(38%). In the intrahepatic group the diagnosis of 
infective hepatitis or portal cirrhosis was, on the authors’ 
admission, made too readily, but the correct diagnosis 
was arrived at in 153 out of 175 patients (87:3%). Of 
152 patients with stone in the common duct the diagnosis 
was correct in 147 (96:7%), and in carcinoma of the 
head of the pancreas in over 90%. There remained 
always a small group of patients of middle age or over 
in whom the clinical signs were atypical, jaundice was 
prolonged or recurrent, and laboratory tests were in- 
conclusive. For this group, as clinicians have long 
recognized, an exploratory laparotomy is the essential 
and correct method of diagnosis. J. W. McNee 


1416. Efficacy of Lipotropic Substances in Treatment of 
Cirrhosis of Liver 

F. STEIGMANN. Journal of the American Medical 
Association [J. Amer. med. Ass.| 137, 239-243, May 15, 
1948. 29 refs. 


These observations developed out of the work of Best 
and his colleagues in Toronto on the “ lipotropic ”’ 
action of choline in removing fat from the liver and pre- 
venting the occurrence of cirrhosis in fatty livers. Sub- 
sequent work by others revealed a lipotropic effect of 
other substances, especially casein and the amino-acid 
methionine. This work has been applied gradually, as 
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the experimental results have developed, to the thera- 
peutic problem of human hepatic cirrhosis, and the 
present paper gives the clinical results in 4 groups of 
patients treated by different methods over a period of 
10 years, full use having been made of the experimental 
advances. The earliest group received high-carbo- 
hydrate diets, the second high-protein (lacto-vegetarian) 
low-fat diets, the third high-protein (meat) low-fat diets, 
and the final group (now specially dealt with) high- 
protein low-fat diet, with addition of lipotropic sub- 
stances. Remarkable improvements are claimed. It 
is pointed out that when ascites is already present treat- 
ment is less effective, and also that, apart from this 
complication, a significant number of cases are not 
improved even by the addition of lipotropic- therapy. 
Close investigation of such patignts is obviously required. 
J. W. McNee 


1417. Diagnosis of Hepatitis by Histologic and Functional 
Laboratory Methods 

H. Popper and M. FRANKLIN. Journal of the American 
Medical Association [J. Amer. med. Ass.] 137, 230-234, 
May 15, 1948. 4 figs., 39 refs. 


The authors have attempted, with the help of liver 
biopsy technique, to divide acute forms of hepatic 
damage into medical and surgical categories. Labora- 
tory tests were also used when required. Liver biopsy 
results showed that the medical cases included 16 cases 
of infective virus hepatitis and 21 cases of toxic hepatitis. 
Surgical cases were divided into 23 cases of biliary or 
extrahepatic obstruction and 15 cases of purulent chol- 
angitis. This approach is obviously of practical value in 
clinical work. J. W. McNee 


1418. Hepatic Fibrosis in the Persistently Non-fatty 
Liver of the Hypophysectomized Dog 

I. L. CuHarkorr, C. ENTENMAN, T. GILLMAN, and F. L. 
REICHERT. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.| 67, 
345-349, March, 1948. 4 figs., 8 refs. 


Dogs kept on a diet adequate in all respects and rich in 
proteins developed fibrosis of the liver, which sometimes 
amounted to pronounced cirrhosis 24 to 32 months after 
' hypophysectomy. No evidence of fatty degeneration 
or necrosis was found, even in the most severe cases of 
cirrhosis. The hypothalamus was uninjured. The 
authors suggest that hypophysectomy may induce some 
disturbance in digestion or absorption of certain dietary 
substances which are essential for the maintenance of a 
normal liver, but they give no evidence for this beyond 
referring to previous work, which showed that some 
interference with absorption may follow excision of the 
pituitary gland. 

[This paper is a timely reminder that many factors are 
concerned in the production of cirrhosis and should 
correct a tendency on the part of certain observers to 
attribute cirrhosis to long-continued fatty degeneration 
of the organ alone.] G. R. Cameron 


See also Section Pathology, Abstracts 1302-3. 


DISORDERS 


GALL-BLADDER; PANCREAS 


1419. The Assay of Cholecystokinin and the Influence of 
Vagotomy on the Gall Bladder Response 

W. J. SNAPE, M. H. F. FRIEDMAN, and J. E. Tuomas, 
Gastroenterology [Gastroenterology] 10, 496-501, March, 
1948. 1 fig., 14 refs. 


The authors have devised a method of assaying the 
cholecystokinin content and cholagogic action of various 
extracts of intestinal mucosa. The extracts (their 
preparation is to be described in a later communication) 
are administered intravenously to non-anaesthetized dogs 
in which, by means of cannulae in the common bile duct, 
the rise of pressure within the gall-bladder can be 
measured kymographically. By this method a unit of 
cholecystokinin is tentatively defined as the minimum 
amount which, when administered intravenously to a dog 
of standard weight, will exert a detectable motor effect on 
the gall-bladder. The authors find that vagotomy does 
not alter the minimum effective dose of cholecystokinin, 
nor does it change the latent period (some 50 to 68 
seconds) between the injection of cholecystokinin and the 
expulsion of bile from the gall-bladder. It had been 
reported previously that vagotomy delayed the evacuation 
response of the gall-bladder to the introduction of fat 
into the intestine. The present work shows that such 
delay is not due to any altered sensitivity of the gall- 
bladder to cholecystokinin after vagotomy. 

John R. Forbes 


1420. Experimental Study on Lipocaic 

J. F. CANEPA, C. A. TANTURI, and R. F. BANFI. Surgery, 
Gynecology and Obstetrics [Surg. Gynec. Obstet.] 86, 
341-356, March, 1948. 14 figs., 38 refs. - 


A further pancreatic preparation of the lipocaic type 
has been prepared by a modification of Dragstedt’s 
original method. Ligation of the pancreatic ducts in 
dogs caused subsequent atrophy of the pancreas, fatty 
infiltration of the liver, a decrease of total cholesterol, 
phospholipids, prothrombin, and proteins in the blood, 
and an increase of alkaline phosphatase and free 
cholesterol in the blood. The oral or systemic ad- 
ministration of the extract corrected or prevented the 
changes in the blood, with the exception of the hypo- 
proteinaemia. The relation between free and _ total 
cholesterol ratios, phosphatasaemia, hypoproteinaemia, 
and the liver fat is discussed. 

[A number of contradictory statements are made on 
the relation of these experiments to hyperglycaemia. 
The classical observations on the differential atrophy of 
the acinous tissue of the pancreas following pancreatic 
duct ligationsappear, however, to have been confirmed. 
There does not seem to be any reason why the well- 
substantiated criticisms which have been directed against 
the original lipocaic experiments should not be equally 
well applied to the experiments and observations reported 
in this paper. In the absence of any fresh evidence, it 
may be assumed that the effects described here are due to 
various known lipotropic agents included in this extract.] 

A. C. Frazer 
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Endocrine Disorders 


1421. The Effect of Extirpation of Various Endocrine 
Glands on the Production of Fatty Liver 

R. A. SuipLey and E. B. Cuupzik. Archives of Bio- 
chemistry [Arch. Biochem.] 16, 301-307, Feb., 1948. 
23 refs. 


The effect of extirpation of various endocrine glands 
on the development of fatty livers in rats on a diet low 
in lipotropic factors is described. In thyroidectomized 
animals of both sexes liver fat did not increase. The 
average food consumption was lower than in the control 
groups, but there was no significant difference in weight 
loss. Adrenalectomy gave significant protection against 
the anti-lipotropic diet in males but not in females. 
Hypophysectomy resulted in a very low fat content of 
liver, but in these animals food intake was exceptionally 
poor and weight loss was extreme. Removal of the 
testes had no effect, but ovariectomy caused a marked 
increase in liver fat. The possible significance of these 
various findings is discussed. A. C. Frazer 


1422. Favourable Influence of Folliculin in Certain 
Cases of Graves’s Disease. (Action favorable de 
la folliculine sur certains cas d’exophtalmie basedowienne) 
J. LepeReR. Annales d’Oculistique [Ann. Oculist., 
Paris} 181, 37-45, Jan., 1948. 37 refs. 


A review of the literature suggests that the exoph- 
thalmos in Graves’s disease is due to the thyrotropic 
hormone and not to thyroxine. Certain cases of Graves’s 
disease occur in relation to the menopause or after 
ovariectomy, and details are given of treatment with 
oestradiol of 3 of the former and 2 of the latter. In 1 
of the latter the exophthalmos was unilateral; in the 
others it was bilateral. 

Treatment consisted of injections of oestradiol di- 
propionate or benzoate 5 mg. 3 times a week for the first 
1 or 2 weeks and thereafter twice a week. In all cases 
there was pronounced and rapid amelioration of symp- 
toms, with gain in weight and a lowering of the pulse 
and basal metabolic rate; the exophthalmos practically 
disappeared. In the case of unilateral exophthalmos 
there was a difference before treatment of 4 mm. between 
the protrusion of the two eyes; after 9 weeks it was 
only 0-5 to 1 mm. R. W. Stephenson 


1423. The Power of Fixation by the Thyroid Rendered 
Hypertrophic with Thiouracil with Reference to Various 
Compounds. (Sul potere di fissazione delle tiroidi 
Ipertrofiche da tiouracile nei riguardi di sostanze diverse) 
S. Ferranpu. Tumori [Tumori] 21, 130-138, 1947. 
3 figs., 9 refs. 


_ It was found by Bielschowsky that tumours could be 
induced in the thyroid by acetylaminofluorene if this 
organ had previously been tendered hypertrophic by 


thiourea treatment. Attempts were made to determine 
whether there is any selective absorption of compounds 
by the hypertrophied thyroid of rats and rabbits. 
Animals were given 100 to 370 mg. thiouracil daily in 
the diet for periods of 20 to 33 days. They then received 
a slow intravenous injection of a suspension of colloidal 
silver and were killed shortly afterwards. Examination 
of sections showed the silver to be concentrated in the 
reticulo-endothelial system with traces in the region of 
the blood vessels of the thyroid. In a similar experi- 
ment with a 1% solution of sulphanilamide in normal 
saline, most of the compound was found in the blood and 
only a small amount in the thyroid. When sulpha- 
thiazole in saline was the test agent concentration in the 
thyroid was slight compared with that in the blood, liver, 
and kidneys. It is suggested that the hypertrophied 
thyroid cannot fix electronegative substances but may be 
able to fix compounds with small molecules. 
G. Calcutt 


SUPRARENALS 


1424. Role of the Adrenal Cortex and the Thyroid in 
the Mobilization of Nitrogen from the Tissues in Fasting 
A. and T. F. DouGuerty. Endocrinology 
[Endocrinology] 41, 230-242, Sept., 1947. 22 refs. 


The part played by the adrenal and thyroid glands in 
mobilization of nitrogen during fasting was demon- 
strated in a series of tests on inbred mice of both sexes. 
Adrenalectomy and thyroidectomy were performed 
24 hours before beginning the fast, adrenalectomized 
mice being given a subcutaneous injection of 0:25 mg. 
desoxycorticosterone acetate in oil immediately after 
operation. Water was provided during fast periods. 
The tissues were weighed and their nitrogen content deter- 
mined. The following tissues were used: lymphoid 
tissue made up of paired inguinal and axillary lymph 
nodes, mesenteric and 9 cervical nodes, thymus, and 
spleen; liver; carcass consisting of the remaining tissues 
including skin and hair. The results were expressed as 
g. (weight) or mg. (nitrogen content) per 100 g. body 
weight. 

A 48-hour fast in normal mice caused 21% loss of 
nitrogen in liver, 31% in lymphoid tissue, and 12:2% in 
carcass. After adrenalectomy an increase in nitrogen 
content of lymphoid tissue was found, although a loss 
of nitrogen in liver and carcass occurred. A 96-hour 
fast after adrenalectomy did not reduce the nitrogen 
content of the lymphoid tissue, although that of the liver 
and carcass was decreased. Injection of 0-25 ml. adrenal 
cortical steroids into 12 adrenalectomized mice 7 and 
24 hours after starting a fast gave nitrogen values for 
lymphoid tissue after 48 hours comparable with those 
found after a 96-hour fast in intact controls. Liver 
nitrogen was not affected. Injection of adrenal cortical 
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410 ENDOCRINE 
steroids into intact mice during a 48-hour fast similarly 
reduced the nitrogen value of lymphoid tissue, although 
nitrogen values in liver and carcass were not affected. 

Thyroidectomy led to a decrease in liver nitrogen after 
a 48-hour fast comparable with that found after adrenal- 
ectomy, whereas that of the lymphoid tissue fell to values 
found after a 96-hour fast in controls not operated upon. 
There was no loss in carcass nitrogen. Injection of 
adrenal cortical steroids caused no further loss in nitrogen 
content of lymphoid tissue, indicating that in thyroid- 
ectomized mice the adrenals are already functioning at 
maximum rate. The nitrogen content of the carcass 
was not significantly changed, suggesting that any trans- 
ference of nitrogen from the carcass to the lymphoid 
tissues is under thyroid control. The adrenal glands 
appear to influence the rate of thyroid secretion. In the 
absence of the adrenals nitrogen loss from the carcass 
does not reach the level found in mice not operated upon. 
The loss is increased by injection of adrenal cortical 
steroids, but values comparable with those found in 
fasting controls are obtained only after thyroxine ad- 
ministration in adrenalectomized mice. 

The authors conclude that mobilization of nitrogen 
from lymphoid tissue is under adrenal control while that 
from the carcass is under thyroid control. Nitrogen 
loss from the liver occurs to the same extent in the ab- 
sence of either the adrenal or the thyroid, but is greatly 
reduced when both are absent. S. A. Simpson 


1425. Observations on a Normal Young Woman Given 
Synthetic 11-Dehydrocorticosterone Acetate 

F. Homsurcer, J. C. ABeLts, and N. F. YOUNG. Ameri- 
can Journal of Medicine [Amer. J. Med.] 4, 163-174, 
Feb., 1948. 5 figs., 17 refs. 


The influence of a total dose of 1,400 mg. of synthetic 
11-dehydrocorticosterone acetate, given in 200- to 
400-mg. doses on 6 subsequent days to a psychoneurotic 
but otherwise normal woman of 30, was investigated. 
The response of the carbohydrate metabolism, measured 
by glucose tolerance and insulin sensitivity, after a 48- 
hour fast did not change immediately after administration 
of the substance, although there was a decrease in 
glucose tolerance after 10 days; the delay might possibly 
be attributed to the slow absorption of the oil suspension 
used. The only definite result was a mild retention of 
sodium and water; the 17-ketosteroid excretion was not 
altered. H. Herxheimer 


1426. Sodium Loss in Man Induced by Desoxycorti- 
costerone Acetate. Study in a Subject with Myotonic 
Dystrophy 

K. L. Zierver and J. L. LicteNTHAL. American Journal 
of Medicine [Amer. J. Med.] 4, 186-192, Feb., 1948. 
2 figs., 20 refs. 


A patient with myotonic dystrophy who had a normal 
adrenal cortical function except for a depressed excretion 
(2 mg. daily) of 17-ketosteroids received desoxycorti- 
costerone acetate (DOCA) in doses of 5 to 15 mg. daily 
for 17 days and, after a long interval, 10 mg. daily for 
10 days. During the second week of the first period 


' below the angle of the scapula. 


DISORDERS 


fluid intake increased; the water, sodium and potassiym 
balance became negative. The glomerular filtration rate 
was unchanged, and reabsorption of water and creatine 
was inhibited. After withdrawal of DOCA, the loss of 
sodium, chloride, and water continued, while potassiym 
was retained. This, the authors suggest, may indicate 
some hypofunction of the cortex; it persisted for 10 days, 
Herxheimer 


1427. Subcutaneous Implantations of Desoxycorti- 
costerone Acetate in the Treatment of Addison’s Disease, 
(L’innesto sottocutaneo di acetato di desossicorticosterone 
nella terapia del morbo di Addison) 

S. JuckeR and M. VirANO. Endocrinologia e Scienza 
della Costituzione (Endocrinol. Sci. Costit.] 18, 309-335, 
1947. 29 refs. 


The treatment of 5 cases of Addison’s disease with 
implants of pellets of desoxycorticosterone acetate 
(DOCA) is described and the results are discussed. All 
patients had a severe or moderate suprarenal cortical 
insufficiency without acute crises and all had been treated 
previously with salt and cortical hormone parenterally, 
Only in 2 of the cases was it possible to determine before- 
hand the amount of DOCA necessary to maintain the 
endocrine balance and so to assess the dose of the 
implant. The pellets were implanted subcutaneously 
It is important to prevent 
bleeding and even slight crushing of the pellets. 


The case histories were: (1) Storeman of 38 with severe 
Addison’s disease of tuberculous origin; 10 pellets each of 
50 mg. implanted. This dose remained effective for 8 
months. The patient died 12 months after the implantation, 
(2) Railwayman of 54: Addison’s disease of moderate 
severity due to tuberculosis; 8 pellets each of 50 mg. im- 
planted. For 2 years no recurrence of symptoms of in- 
sufficiency. (3) Addison’s disease of moderate severity and 
tuberculous origin; 4 pellets each of 100 mg. implanted. 
Condition good 1 year afterwards. (4) Actress of 40, with 
Addison’s disease of moderate degree and a toxic melano- 
dermia (especially of the face and neck) due to cosmetics; 
4 pellets each of 50 mg. implanted; 5 months later the 
implant was still effective. (5) Housewife of 51, with 
severe Addison’s disease of tuberculous origin; 5 pellets 
each of 50 mg. implanted; some improvement for 2 months, 
after which time the patient’s condition rapidly deteriorated 
and she died. Necropsy revealed complete destruction of 
both suprarenals. 

Improvement was usually noticeable within a few days, 
the general condition, asthenia, appetite, weight, and psycho- 
logical condition being affected. The blood pressure 
became normal, the abdominal symptoms improved rapidly, 
and the blood volume and the plasma globulins increased, 
as did the chloride content of serum and urine. Azotaemia 
decreased considerably. Only a small and transient effect 
was produced on the hypoglycaemia. The implantation had 
no effect on the pigmentation of the skin and mucous mem- 
branes. Complications developed in 3 cases. In | patient 
transient oedema of the ankles appeared, but vanished on 
reduction of the salt intake. In another patient the blood 
pressure increased from 110/65 mm. Hg (after previous 
treatment by injection) to 160/110 mm. Hg 2 months after 
the implantation; there was also swelling of the ankles and 
of the breasts with erection of the nipples, and a definite 
clubbing of the fingers. Replacement of salt by potassium 
citrate caused disappearance of all these symptoms within 
2 weeks. One patient developed a severe metrorrhagia 
2 months after the implantation, perhaps due to progesterone 
like impurities found in synthetic cortical hormone. 


V. C. Medvei 
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1428. A Cytochemical Study of the Adrenal Cortex in 
Hypo- and Hyperthyroidism 

H. W. Deane and R. O. Greep. Endocrinology [Endo- 
crinology] 41, 243-257, Sept., 1947. 18 figs., 19 refs. 


The following experiments were carried out to dis- 
cover whether adrenal enlargement in experimentally 
produced hyperthyroidism, and adrenal shrinkage in 
hypothyroidism, result from direct action of the thyroid 
on the adrenal gland or are mediated through the 
pituitary. Of the two zones, only the fasciculata, 
secreting | 1-oxycorticosteroids, is considered to be under 
pituitary control. Young adult male rats were used; 
at necropsy the adrenal, thymus, and thyroid glands were 
weighed, results being expressed as mg. per 100 g. body 
weight. One-adrenal gland was fixed in 10% neutralized 
formalin, and frozen sections (15 4) were stained with 
sudan IV and Harris’s haematoxylin, sudan black B, and 
by Schiff’s plasmal method. Two unstained sections 
mounted in glycerin, one of which had been extracted 
in cold acetone for 30 minutes, were examined under 
polarizing and fiuorescence microscopes. Material 
which was sudanophilic, Schiff-positive, autofluorescent, 
birefringent, and acetone-soluble was considered to be 
ketosteroid. 

Hypothyroidism was produced by removal of thyroid 
and parathyroids in 11 rats and by 2-thiouracil adminis- 
tration in 51 rats, 43 receiving 25 mg. daily, and the 
rest about 75 mg. daily. Animals from all three groups 
were killed 7, 14, 28, and 56 days later, together with 
normal controls. After thyroidectomy the weight of 
adrenal gland decreased from 18-9 mg. to 13-1 mg. in 
56 days, and the thymus from 162 mg. to 73 mg. A 
similar decrease was found in thiouracil-treated groups 
but started earlier. Histological examination showed 
a progressive narrowing of the zona fasciculata and 
a reduction in all ketosteroid reactions. The zona 
glomerulosa became broader, contained more lipid, and 
was packed with steroid material. The changes in the 
two thiouracil-treated groups, although similar on the 
whole, showed some differences. The higher dose was 
much more goitrogenic. Rats on the lower dose had a 
reduction in lipid and ketosteroid in both zones; after 
28 days the glomerulosa had recovered but the fasciculata 
contained lipid only in the outer section. The Schiff 
plasmal reaction and autofluorescence were subnormal 
and the birefringent particles were scarce and coarse. 
By 56 days the glomerulosa was broad and filled with 
sudanophilic droplets, of normal ketosteroid reaction. 
The fasciculata was as at 28 days. In rats receiving 
75 mg., there was a decrease in lipid and ketosteroid in 
both zones. At 14 days the lipid in the glomerulosa was 
Partially restored, but the amount was still low at 28 
and 56 days. The fasciculata contained sparse but 
markedly sudanophilic droplets at 14 days, but the 
Schiff plasmal reaction was negative and autofluorescence 
slight. At 28 and 56 days the outer zone was filled with 
sudanophilic droplets, Schiff-positive, and autofluorescent 
but coarsely birefringent. 

Hyperthyroidism was produced by the addition of 
thyroid powder to the diet, one group receiving a 1% 
concentration (most of these rats died within 28 days) 


‘and another a 0-5% concentration. The adrenal weight 


increased progressively in both groups. Thymus 
weight increased during the first week. The thyroid 
decreased in weight from 8-9 mg. in the controls to 5-8 mg. 
in the 0-5% group and 6-6 mg. in the 1% group. The 
fasciculata in both groups at first broadened; the cells 
often became vacuolated; the Schiff-positive auto- 
fluorescent material was slightly subnormal but birefrin- 
gence was increased, the particles being fine. By 28 
to 56 days the lipids were exhausted, and cells containing 
very large fat droplets were more common than usual. 
The sudanophilic zone of the glomerulosa became 
narrower in both groups; the other ketosteroid reactions 
were also reduced, but whereas the glomerulosa became 
progressively narrower in rats on 1% thyroid that of the 
rats on 0-5% thyroid had recovered by the end of 2 
months. 

It appears therefore that hypothyroidism reduced 
adrenotrophin production as shown by the progressive 
reduction in ketosteroid material in the fasciculata, 
the coarse character of the birefringent particles being 
evidence of inactivity. Hyperthyroidism at first caused 
an increase in ketosteroid material. This stage was 
followed by exhaustion with characteristic vacuolation. 
Changes in the thymus gland support this view. Changes 
in the glomerulosa may probably be explained as result- 
ing from changes in salt metabolism, since previous work 
indicated that it secretes 11-desoxycorticosteroids which 
regulate sodium loss. S. A. Simpson 


1429. The Adrenal and Early Hepatic Regeneration 

D. BERMAN, M. SyLvesTerR, E. C. HAy, and H. SELYE. 
Endocrinology [Endocrinology] 41, 258-264, Sept., 1947. 
18 refs. 


Regeneration of liver after partial hepatectomy 
(removal of the median and lateral lobes) was compared 
in intact and adrenalectomized rats maintained on 1% 
sodium chloride in a series of three experiments. 

In the first study with 28 control and 40 adrenal- 
ectomized rats, 7 from each group were killed 6, 12, and 
18 hours after operation and the rest after 24 hours. 
There was a significant difference in weight of liver 
remnants 12 hours after operation (controls 467+: 26 mg.; 
adrenalectomized 399+33 mg.). This difference was 
too great to be explained by the difference in fat content 
which was apparent after 6 hours (controls 33+3°6 g.; 
adrenalectomized 24+2-°6 g. fat per 100 g. dry liver). 
Whereas the fat content increased in both groups reaching 
a maximum 18 hours after operation, the liver remnant 
weight when compared with the calculated weight at 
operation (this was done by taking the liver remnant as 
70-5+0-9% of the total liver weight) was consistently 
lower in adrenalectomized rats and higher in the controls; 
24 hours after operation it was reduced from 437+ 11 mg. 
to 399433 mg. in adrenalectomized rats, while in the 
controls it was increased from 462+ 12 mg. to 529+ 33 mg. 
These results were confirmed in the next experiment with 
male albino rats. In both these experiments the animals 
were made to fast in order to avoid differences due to 
variation in food intake. 

In the third experiment with 4 groups of 10 male 
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albino rats, all underwent partial hepatectomy and 
3 groups an adrenalectomy as well. At operation the 
composition of the liver in all 4 groups was found to 
be the same. The liver remnant weight at operation 
was calculated to be 624+3 mg.; at necropsy 24 hours 
later the weight in controls had increased to 874+-35 mg. 
whereas there was no significant difference in the adrenal- 
ectomized animals. Rats in 1 of the 2 remaining groups 
received a total of 20 mg. desoxycorticosterone acetate 
(D.C.A.) per rat in oily solution in 4 injections while 
those in the other received a total of 2 ml. adrenal 
cortical extract (30 dog units per ml.) in 5 injections. The 
liver remnant weight was increased to 715-37 mg. in 
D.C.A.-treated animals, and to 822+36 mg. in the 
other. Adrenalectomy was found to inhibit protein 
deposition in the liver. Although the percentage of 
protein decreased and the water content increased to 
about the same degree in all 4 groups, the total amount 
of protein found in adrenalectomized controls was 
slightly below the calculated content at operation. Pro- 
tein deposition was not restored by D.C.A., but did take 
place in the group given cortical extract. Mitosis 
counts on sections of the caudate lobe gave results in 
agreement with these findings. The increase in liver 
remnant weight in rats given D.C.A. was probably due 
to an increase in fat content. There was a smaller in- 
crease in fat content in the other 3 groups, the lowest 
increase being in the controls. The differences in fat 
content may be due to differences in food intake; the 
latter was not measured. 

The authors conclude that adrenalectomy retards liver 
regeneration by inhibiting protein mobilization. Adrenal 
cortical extract could replace the adrenals in this respect, 
but D.C.A. in this experiment proved ineffective, al- 
though it increased the rate of liver regeneration in a 
group of normal female rats injected with 3 mg. twice 
daily for 5days. It is suggested that the failure of D.C.A. 
to promote liver regeneration in the former experiment 
may be due to a lower response to D.C.A. than to cortical 
extract. S. A. Simpson 


1430. Increased Fat Factor Production after Adrenal 
Enucleation 
F. A. HARTMAN, K. A. BROWNELL, and R. A. KNOUFF. 
Endocrinology [Endocrinology] 41, 213-219, Sept., 1947. 
1 fig., 8 refs. 


The functional activity of regenerating adrenal tissue 
remaining after enucleation of both adrenals was 
measured by estimating the output of the fat factor in 
male mice 10 to 14 weeks old. The fat deposited in the 
liver of fasting animals was determined chemically and 
histologically by measuring sudanophil lipid in formalin- 
fixed frozen sections 10 yz thick. An arbitrary scale was 
drawn up for this purpose, 0 representing no stainable 
lipid, 1 a small amount in widely scattered cells, 2 a nar- 
row zone round the periphery of lobule or round central 
vein, 3 an area consisting of half the lobule, 4 an area 
consisting of three-quarters of the lobule, 5 an area 
spreading over the entire lobule, and 6 a more densely 
packed lobule than in 5. 

The fat content of livers of 12 normal mice starved for 
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24 hours was found by chemical analysis to 
8-51+1-25%; the histological range was from 0+ to 5 
average 2+. In mice after double adrenalectomy the 
values were 6-31+-0-71% and 1 (range 0 to 2+). These 
values served as controls for investigation of the effec 
of enucleation. Two days after operation the average 
for 7 mice had not increased; 7 days after enucleation 
it had increased significantly above normal (12-23+3-4%), 
This was the maximum value found. By 15 days the 
value had fallen to 9-97%. This level was maintained 
for as long as 99 to 118 days after enucleation, [p 
5 animals at 300 days there was wide variation. The 
histological index was 0+ to 1+ (average 1) 2 days, 
3 to 6 (average 5) 7 days, 2+ to 5— (average 3) 15 days, 
and 2— to 6+ (average 3) 99 to 118 days after enucleation, 
These figures agree with those obtained by chemical 
determination, but with a histological index of 0+ to | 
there is still 5 to 6% lipid present, representing invisible 
lipid. As this is the value found in mice after double 
adrenalectomy, the histological index probably gives 
more correct values for lipid under adrenal control, 
The corrected chemical figures would be: in the normal 
mouse, 2°5%; 7 days after adrenal enucleation, 6-27%; 
and 15 to 118 days after, 4%. 

Histological examination showed that during regenera- 
tion very little cortical tissue was present, sometimes only 
a few’ cortical cells remaining intact; the amount of 
cortex was still low even 3 months after enucleation. 
The maximum output of fat factor took place at a time 
when the cortical tissue present was at a minimum. The 
authors conclude that reduction of hormone production 
after enucleation caused the pituitary to secrete more 
adrenotropin, resulting in hypersecretion by the remain- 
ing cortical cells, but high fat output did not cause the 
adrenotropin secretion to return to normal values. 

S. A. Simpson 
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1431. The Effects of Progesterone, Oestradiol, Thyroid 
Hormone, and Androsterone on the Artificial Premature 
** Climacteric ” of Pure Gonadal Origin Produced by 
Ovariectomy in Rats 

V. KORENCHEVSKY and V. E. Jones. Journal of Gerow 
tology [J. Gerontol.] 3, 21-39, Jan., 1948. 26 figs., 26 
refs. 


This is the fourth article of a series dealing with the 
action of female sex hormones. The work was done it 
the Gerontological Research Unit, Oxford, 78 ovat 
ectomized rats being used for 3 experiments (14 as cot 
trols, 64 receiving hormones). The methods of adminis 
tration and of estimation of results have been described 
in previous papers. Importance was attached to the 
relative weights of organs per unit of fat-free body weight. 

This work confirmed previous findings in maiy 
respects. There was slight gain in body weight and fat 
deposition after androsterone, and a decrease 
thyroid and oestradiol, the depressing effect of which was 
not counteracted by androsterone and progesterone. It 
appears that for the greatest development of progest® 
tional changes in the uterus all 4 hormones are necessary. 
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In contrast to uterine changes, in the vagina the greatest 
degree of mucification was observed in rats injected only 
with progesterone and oestradiol. The liver increased 
significantly in weight only after the simultaneous use of 
thyroid and oestradiol benzyl benzoate, while the simul- 
taneous administration of all 4 hormones caused liver 
hypertrophy without much change in structure. In the 
case of the thyroid gland, the depressing effect of thyroid 
hormone outweighs the stimulating effect of a combina- 
tion of androsterone and progesterone. Preputial glands 
hypertrophied only after androsterone. 

The authors discuss the effects of oestrogens on the 
hypophysis in great detail, and review the work of others 
in this field. The present experiments emphasize the 
neutralizing effect of androsterone on oestrogenic hyper- 
trophy of this organ, and also its involutionary effect on 
the thymus. The thyroid hormone was shown to be the 
main factor responsible for splenic hypertrophy; thyroid 
and androsterone alone or together caused cardiac 
hypertrophy. Morag L. Insley 


1432. Effect of Testosterone on the Excretion of Glyco- 
genic Corticoids 

E. H. VENNING and J. S. L. Browne. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.] 7, 729-740, Nov., 
1947. 7 figs., 17 refs. 


The effect of testosterone on excretion of 17-keto- 
steroids and glycogenic corticoids was studied in a 
series of 8 patients, amounts of hormone being deter- 
mined in urine before and during treatment. Results 
are given as quantities in 24-hour specimens. Glyco- 
genic corticoids were assayed by estimating glycogen 
deposition in the livers of adrenalectomized rats, a 
glycogenic unit being the equivalent of the effect produced 
by 1 wg. of 17-OH-11-dehydrocorticosterone. The 17- 
ketosteroids were determined by the colorimetric method 
of Holtorff and Koch. 

In 3 normal cases (2 men, 1 woman) oral administra- 
tion of methyltestosterone (40 mg. over a period of 
10 days) reduced the excretion of glycogenic corticoids 
from 85 and 87 units to 35 units, but excretion rose to 
45 units when the dose fell to 10 mg. for 17 days; 25 mg. 
and 50 mg. testosterone propionate daily for 6 days 
reduced the level from 42 and 45 units to 29 units and 
from 110 and 115 units to 40 units respectively. The 
excretion of 17-ketosteroids in the patient given methyl- 
testosterone fell from 8-7 and 7 mg. to 3-8 mg., rising 
to 6-1 mg. when the dose was reduced. There was a 
rise in 17-ketosteroid excretion after testosterone pro- 
pionate administration, since the latter is metabolized to. 
17-ketosteroids. 

In 2 women with diabetes mellitus there was a decrease 
in excretion of glycogenic corticoids from 73 to 37 
units daily after 20 mg. methyltestosterone had been 
given for 5 days, and from 55, 49, and 57 units to 22 and 
25 units after 25 mg. testosterone propionate. In 1 
case of Cushing’s syndrome in which the daily corticoid 
excretion was 260 units, 25 mg. testosterone propionate 
daily for 13 days reduced the level to 88 units by the 
third and fourth days. The treatment was continued, 
25 mg. being given twice weekly for 5 weeks; the level 
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remained between 55 and 70 units. The glucose toler- 
ance test, which gave abnormal results before treatment 
was normal, when tested after 7 weeks’ treatment. In 
the second patient with Cushing’s syndrome there was a 
temporary decrease of glycogen corticoid excretion from 
356 and 544 units to 250 units when 25 mg. testosterone 
propionate was given daily, but this increased later even 
when the dose was raised to 50 mg. daily, glucose toler- 
ance being increasingly impaired. A girl suffering from 
lupus erythematosus was given 50 mg. testosterone pro- 
pionate daily. The corticoid excretion fell from 98 
and 93 units to 40 and 29 units, although the fever 
remained. 
Testosterone therefore reduced the corticoid excretion 
in all but 1 case, the effect appearing 2 to 3 days after 
starting treatment and returning to pre-treatment levels 
within a week of stopping the therapy. The doses used, 
however, did not reduce the values below the lower 
figures found in the normal range (women 25 to 70 units; 
men 40 to 90 units daily). There was a reduction in 
17-ketosteroid excretion in patients given methyltesto- 
sterone and, after an initial rise, in 2 given testosterone 
propionate, showing that endogenous 17-ketosteroid 
excretion had been reduced. This confirms the results of 
other workers. S. A. Simpson 


1433. Inhibitory Action of Homologous Liver Extract 
on Oestrus in the Rat. (Azione inibitrice dell’estratto 
epatico omologo sull’estro del ratto) 

R. Canpipo and M. Geri. Archivio di Ostetricia e 
Ginecologia [Arch. Ostet. Ginec.] 53, 105-119, March- 
April, 1948. 14 figs., 12 refs. 


These investigations, carried out at the Obstetrical and 
Gynaecological Clinic of the University of Naples, are 
based on a theory propounded by Zondek in 1934 that 
folliculin may be metabolized by the liver, and on experi- 
ments by various authors which showed that natural and 
synthetic oestrogens are inactivated by liver extracts in 
vitro. 

Varying amounts of watery extracts from livers of 
mature rats were injected into 27 female rats whose 
sexual cycle had previously been typed by examination of 
their vaginal smears. Daily injections of 2 ml. of the 
extract for 10 consecutive days resulted, in the majority 
of animals so treated, in persistence of di-oestrus with 
suppression of the oestrus cycle. Smaller doses caused 
prolongation of di-oestrus only or no modification of the 
cycle. Histologically intense and widespread luteiniza- 
tion with extreme scarcity or complete absence of 
developing follicles was constantly demonstrated in the 
ovaries. The vagina was in the quiescent state; the 
uterine cornua were small and atrophic. The hypo- 
physis and the liver were practically unchanged. 

The authors offer two possible explanations for these 
phenomena. Either the liver extracts contained a lutein- 
izing factor and the massive luteinization of the ovaries 
arrested ripening of follicles and therefore the vaginal 
cycle, or the extracts neutralized or inactivated the 
natural oestrogens, causing hypofolliculinaemia and, 
through the action of the hypophysis, overproduction of 
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luteinizing, and relative underproduction of follicle- 
stimulating, gonadotrophin and thus suppression of the 
oestrus cycle. N. Alders 


PITUITARY 


1434. Progesterone and Desoxycorticosterone in the 
Steroid Control of the Gonadotrophic Function of the 
Hypophysis. (Exemplified by the Behaviour of the 
Intrasplenic Ovarian Graft in the Guinea Pig) 

A. LipscHuTz, R. IGLestas, S. BRUZZONE, J. HUMEREZ, 
and J. M. PENARANDA. Endocrinology [Endocrinology] 
42, 201-209, March, 1948. 1 fig., 22 refs. 


Both ovaries were removed from a guinea-pig and one 
of the ovaries was grafted into the spleen. Two weeks 
later a pellet of either a steroid or a mixture of steroids 
was implanted subcutaneously. Two months later the 
animal was killed and part of the spleen containing the 
ovary was examined for blood follicles, tertiary follicles, 
and corpora lutea. «a-Oestradiol (12 guinea-pigs) 
inhibited the production of blood and cystic follicles, 
which are characteristic of an intrasplenic ovarian graft 
in a castrated guinea-pig, but enhanced the production 
of corpora lutea, which are scarce in intrasplenic grafts 
2 months after transplantation. Progesterone (40 
guinea-pigs) did not inhibit follicular development and 
only slightly inhibited luteinization. When «-oestradiol 
and progesterone (14 guinea-pigs) were administered 
simultaneously, neither blood follicles nor luteinization 
was observed. The progesterone counteracted the 
action of the oestrogen on luteinization but not that on 
follicular growth. Desoxycorticosterone acted in the 
same way as progesterone. The interplay of the two 
ovarian steroids on the control of the hypophyseal 
gonadotrophic function is discussed. J. E. Page 


1435. The Use of Hypertonic Saline Infusions in the 
Differential Diagnosis of Diabetes Insipidus and Psycho- 
genic Polydipsia 

A. C. Carter and J. Rossins. Journal of Clinical 
Endocrinology [J. clin. Endocrinol.) 7, 753-766, Nov., 
1947. 5 figs., 17 refs. 


This investigation was undertaken to test the reliability 
of infusion of hypertonic saline as a means of differen- 
tiating bétween diabetes insipidus and psychogenic 
polydipsia. The test is based on the fact that increase 
in osmotic pressure of the plasma causes release of 
antidiuretic hormone from the posterior pituitary. 
Normal subjects, and patients whose antidiuretic 
therapy was stopped until polyuria and polydipsia had 
returned to pre-treatment levels, were kept without water 
for 8 hours before the test. They then drank 20 ml. 
water per kilo body weight in 1 hour 30 minutes. During 
this period urine specimens were collected by catheter 
at 15-minute intervals, the flow being calculated as in 
ml. per minute. When the flow exceeded 5 ml. per 
minute, an intravenous infusion of 2-5°% sodium chloride 
at the rate of 0-25 ml. per kg. per minute was given for 
45 minutes. Urine collection was continued, and if no 
decrease in flow had occurred after the first two post- 
infusion periods 0-1 unit of pitressin was given. 


DISORDERS 


In 9 normal subjects the flow fell to 7 to 26% of the 
maximum pre-infusion flow by the first post-infusion 
period, the mean values being 15-6 and 18-2 before 
infusion and 3-7 afterwards. Isotonic saline caused po 
reduction in flow, nor was this decrease spontaneous since 
diuresis continued for 90 minutes in the absence of hyper. 
tonic saline infusion. Of 11 patients suffering from 
polyuria and polydipsia without glycosuria, 8 had no 
decrease in flow after infusion of hypertonic Saline, 
but a reduction followed administration of Pitressin, 
indicating that the polyuria was the result of neuro. 
hypophyseal insufficiency. Three behaved normally, 
The psychogenic cause in these cases was confirmed later 
by their recovery without replacement therapy. 

The authors were unable to show how far the test would 
be valid in cases of polyuria and polydipsia associated 
with renal disease and glycosuria. Two patients with 
moderate, and | patient with minimal, renal insufficiency 
behaved as normal subjects but the test could not be 
carried out in 3 cases of severe renal damage because the 
urine flow during the control period was too low. Of 
3 patients with diabetes mellitus and mild glycosuria 2 
had polyuria and polydipsia; in 1 of these, there was a 
normal decrease whereas diuresis continued in the other 
until pitressin was given; the third, who had no polyuria, 
behaved normally. S. A. Simpson 


1436. The Effect of Dietary Protein Content Upon the 
Nitrogen Retention and Weight Gain Produced by the 
Hypophyseal Growth Hormone 
G. S. GorDan, L. L. Bennett, C. H. Li, and H. M. 
Evans. Endocrinology [Endocrinology| 42, 153-160, 
March, 1948. 5 figs., 14 refs. 


Female Long-Evans rats, aged 7 to 10 months, re- 
ceived daily 12 g. of a purified diet containing 6, 12, 18, 
24, or 48°% of alcohol-washed casein and optimum 
amounts of all other known dietary factors. For 10 days 
before, 5 days during, and 10 days after an injection 
period, each rat was weighed daily and a 24-hour utine 
specimen examined for nitrogen by the Kjeldahl method. 
Five animals in each dietary group were injected with 
0-5 mg. of hypophyseal growth hormone (J. biol. Chem., 
1945, 159, 353) intraperitoneally twice daily for 5 days, 
and 5 control animals were treated with an equal amount 
of serum albumin. 

The nitrogen excretion fell to a minimum value during 
the first day of the injection period and the body weight 
increased. When the injections ceased, the nitrogen ex- 
cretion returned almost to the pre-injection level, and 
about 20 to 30% of the gain in weight was lost, the weight 
reaching a minimum value on the fourth day after 
injection. The rats then regained weight, achieving 
their maximum weight on the tenth day after injection. 
The amount of nitrogen retained and the weight gained 
under the influence of the growth-hormone injections 
varied with the quantity of casein in the diet, the 24% 
casein diet being optimal for the growth-hormone dose 
employed. The amount of nitrogen retained, calculated 
as protein and protein-bound water, corresponded to 
the observed weight gain. J. E. Page 
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1437. Liquid Oxygen in Dermatologic Practice 

R. L. Kiwe and A. L. Wetsu. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph., Chicago] 57, 57-62, 
Jan., 1948. 4 refs. 


The authors have found that liquid oxygen is an 
effective local destructive agent for the treatment of 
warts, haemangiomata, keratoses, leucoplakia, and 
other lesions which are often treated with carbon-dioxide 
snow. In certain respects liquid oxygen is preferable, 
particularly as the local effect can be more easily con- 
trolled. At atmospheric pressure liquid oxygen boils at 
—183° C.; carbon dioxide has a sublimation point of 
—78-5° C., which is the equivalent of the boiling point 
of liquid oxygen, as the former has no liquid phase. 
Liquid oxygen may be obtained from a suitable industrial 
plant and kept in a vacuum flask having a cotton-wool 
plug instead of a cork. There is considerable wastage, 
but enough remains for treatment for 24 to 48 hours. 
The oxygen has the disadvantage that it stimulates com- 
bustion and therefore should be handled as an inflam- 
mable liquid. Wooden applicators tipped with cotton- 
wool are dipped in the liquid and applied to the lesions 
for from 15 to 90 seconds, depending on their size and 
the degree of freezing required. A bulla forms on the 
frozen area, as after the use of carbon dioxide, and is 
similarly treated. 

The method appears to be of advantage in the treat- 
ment of leucoplakia: the Jesions are dried and the 
application is made. Several treatments may be re- 
quired. It is not advisable to treat at a sitting an area 
of mucous membrane larger than | cm. in diameter. It 
is noteworthy that patients prone to form keloidal scars 
do not develop these on the areas treated with liquid 
oxygen. 

The paper includes several references to earlier work. 
The abstract of the discussion which followed the read- 
ing of the paper indicates that several authorities agree 
with the authors’ views; it also contains suggestions for 
modification of the technique. R. M. B. MacKenna 


1438. Treatment of Scabies with ‘* Neo-scabicidol ”. 
(Behandeling van scabies met neoscabicidol) 

W. A. G. VAN EvERDINGEN. Belgisch Tijdschrift voor 
Geneeskunde (Belg. Tijdschr. Geneesk.] 4, 2-8, Jan. 1, 
1948. 12 refs. 


After establishing by experiments on himself and on 
12 volunteers that ‘* neo-scabicidol ” (standard emulsion 
of hexachlorocyclohexane) rubbed into the skin and 
maintained there for 3 days neither produces irritation 
nor causes deterioration of the garments, the author 
treated cases of scabies with a single application of the 
product at concentrations varying from 20 to 100%. 
The results were reviewed a month later. He found 
that a concentration of 60% was already fully effective 


at the end of 24 hours (16 cases treated and cured). 
Subsequently he gave 205 cases of confirmed scabies an 
application of the standard product for 24 hours, obtain- 
ing a 100% cure. Finally, neo-scabicidol was applied 
between 4 p.m. and 5 p.m., and the subjects were 
instructed to wash next morning; again a complete cure 
followed. The “ overnight method” is recommended 
as the most convenient. A. Lilker 


1439. A New Series of Fungicidal Fatty Acid Esters 
E. S. Bereston. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 243-247, Nov., 1947. 5 refs. 


The author briefly reviews the use of the higher un- 
saturated fatty acids and their salts in the treatment of 
common cutaneous fungus diseases. Propylene glycol 
dipropionate was used clinically for the treatment of 
dermatophytosis of the feet in a children’s camp; 340 
cases were treated, from 284 of which cultures were made 
on Sabouraud’s media. From the latter 171 cultures of 
pathogenic fungi were obtained, the two commonest 
varieties being Epidermophyton inguinale and Monilia 
albicans. Pure propylene glycol dipropionate was 
applied by a cotton-tipped stick to the areas twice daily; 
97% of 85 acute cases, 93% of 132 subacute cases, and 
81% of 123 chronic cases were completely cured within 
3 weeks, the average time of clinical recovery being 
9 days. Another series of 49 cases with superficial 
cutaneous fungus disease were treated. Of these, all 
cases of tinea circinata and of tinea cruris and 2 cases of 
tinea versicolor were cured; 4 cases of tinea versicolor 
were improved but not cured after 6 weeks’ treatment, 
and of 21 cases of dermatophytosis of the hands and feet, 
all but 2 cleared up in 3 to 4 weeks. Neither propylene 
glycol dipropionate nor propylene glycol dipelargonate 
is of much value in the treatment of tinea capitis caused 
by Microsporon audouini. H. R. Vickers 


1440. Field Trial of United States Army Fungicidal 
Ointment 

M. SULLIVAN and H. A. FIsHBEIN. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 10, 293-299, 
April, 1948. 11 refs. 


Reports from military dermatologists during the early 
part of the 1939-45 war emphasized the high incidence of 
superimposed dermatitis in patients injudiciously treated 
with irritating fungicides; this dermatitis often presented 
a more troublesome problem than did the original 
infection. During the short period when “ ointment 
fungicidal *’ (active ingredient, 5°% undecylenic acid) was 
generally released, much of this dermatitis was prevented. 
The present investigation was conducted to determine 
whether the addition of zinc undecylenate would enhance 
the power of undecylenic acid as a fungicide. A 
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comparison, therefore, was made between ointment 
fungicidal, ** desenex”’ ointment (active ingredients, 5% 
undecylenic acid and 20% zinc undecylenate), and 
*“sopronol”’ ointment (active ingredients, sodium pro- 
pionate 16-4% and propionic acid 3-6%). A total of 
556 military personnel suffering from fungus infection 
of the feet and other parts were treated with one or other 
of these ointments. The predominating fungus was 
Trichophyton gypseum. 

Desenex ointment proved the most effective, yet it 
produced only 30% of clinical cures. Ointment fungi- 
cidal cured 20%, and sopronol ointment 15-2°% of cases. 
Desenex ointment caused no irritation in the 117 patients 


who were treated with it; it was also the most effective: 


in relieving pruritus and in controlling hyperhidrosis of 
the feet. [The authors rightly emphasize the difficulty 
in interpreting clinical cure of fungus infections, and state 
that differences of opinion on the value of fungicides will 
vary with the enthusiasm of the investigator and his 
criteria of cure. For example, other investigators, whom 
the authors quote, have reported “* cures ’’ with desenex 
ointment in as high as 89% of cases.] 
E. W. Prosser Thomas 


1441. Sycosis Barbae. Serological Types of Staphy- 
lococcus pyogenes in Nose and Skin and Results of 
Penicillin Treatment 

B. C. Hosss, H. L. CARRUTHERS, and J. GouGH. Lancet 
[Lancet] 2, 572-574, Oct. 18, 1947. 9 refs. 


Twenty-three patients with sycosis barbae were in- 
vestigated to study the effect of treatment of sycosis 
barbae with penicillin cream, and to compare serologically 
the strains of Staph. pyogenes isolated from the lesions 
with those found in the nose, eyes, or ears of each patient. 

Staph. pyogenes was isolated, usually in pure culture, 
from the facial lesions of each of the 23 patients. Of 
19 in whom the strains were typed, 17 had the same type 
of staphylococcus in the nose as in the skin; 16 of these 
showed one type only and 1 had two types. Corre- 
sponding organisms were isolated from the throat in 
2 cases and from the eyes of 2 patients with blepharitis. 
Nine different types were isolated from the lesions: 
IIIc four times; I, Ib, and c.k.5 three times; 1636 
twice; and Ia, Illa, IIb, and III/5 once each. 

Treatment consisted of applying cream containing 
500 units of penicillin per g. in 25 or 30% neutral “* lanette 
wax SX” in water to the face night and morning, and 
inserting this cream into the nose with a throat swab 
and inhaling vigorously. Clinical improvement was 
usually immediate, and cases in which there was relapse 
usually responded to a second course of treatment. 
Relapses are due either to inactivation of the penicillin 
cream or to reinfection with the same or different 
strains. 

The authors stress the importance of treating all the 
. sites which harbour the staphylococcus and testing the 
penicillin sensitivity of the organism when using penicillin 
for sycosis barbae. 

[The danger of dermatitis being produced by the cream 
is not mentioned.] H. R. Vickers 


1442. Vitamin D, in the Treatment of Cutaneous 
Tuberculosis 

J. CHARPY. British Journal of Dermatology and Syphilis 
[Brit. J. Derm. Syph.] 60, 121-127, April, 1948. 


1443. Vitamin D in the Treatment of Cutaneous Tuber. 
culosis 
G. B. Dow.inc. British Journal of Dermatology and 
Syphilis [Brit. J. Derm. Syph.] 60, 127-131, April, 1948, 
15 refs. 


1444. Vitamin D Therapy in Cutaneous Tuberculosis 

S. LoMHOLT. British Journal of Dermatology and Syphilis 

[Brit. J. Derm. Syph.] 60, 132-139, April, 1948. 15 refs, 
These three papers were read in September, 1947, to 

the Section of Dermatology of the International Con- 

ference of Physicians, London. 


Charpy states that the work of Dowling and Prosser 
Thomas was undertaken after his studies but inde- 
pendently of it. After he had progressed some way with 
his researches he discovered that about 1840 Emery 
treated lupus vulgaris at the St. Louis Hospital, Paris, 
with cod-liver oil given in doses of 1 litre daily. In 1940 
he decided that if the excellent results obtained by 
Rollier in Switzerland in the treatment of lupus vulgaris 
were due to the liberation in the system of large amounts 
of vitamin D, it would be reasonable to test the effect of 
administering large amounts of vitamin D, by the mouth. 
He began to prescribe this vitamin in alcoholic solution in 
single doses of 15 mg. (600,000 i.u.) once or twice a week, 
using the preparation known as “ sterogyl 15 alcoholic”. 
Having treated 150 cases “* from beginning to end” and 
60 others observed periodically, he concludes that the 
doses of vitamin D should be large at the beginning of 
treatment and should then be reduced, but that treatment 
must be regular and long continued. He recommends 
two doses of the vitamin each week for 4 weeks and 
thereafter one dose weekly, regularity of dosage being 
more important than increasing the dose. He has found 
that the preparation has more effect when taken by the 
mouth than when injected, and that an alcoholic solution 
is more effective than an oily one. Treatment should 
continue for at least one year, often for two years, if 
relapse is to be avoided. A precise dietary regime is 
important; the patient should have 14 pints (850 ml.) 
of milk daily, a moderate amount of meat regularly, and 
plenty of raw vegetables and raw fruit. The diet should 
contain little salt, no alcohol, no white bread, and a 
moderate amount of fats. Pork, sausages, canned foods, 
seasoning, and salt foods should be forbidden. The 
patient should lead an open-air life. If there is no 
improvement lack of absorption of the vitamin, biliary 
insufficiency, inadequate tissue permeability through an 
excess of sodium chloride, or the coexistence of syphilis, 
which should be treated at the same time, should be 
suspected. 

Charpy has found the results of treatment to be 
** brilliant ” in ulcerated lupus, a little slower in the tumid 
forms and in the congestive types. Lupomas subside 
only slowly; it is exceptional to have to supplement 
treatment by the use of escharotics. Lupus affecting the 
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mucosae responds satisfactorily. Adenitis and lymph- 
angitis usually subside, but a cold abscess may have to be 
drained. Bazin’s disease responds to rest, vasodilator 
drugs, vitamin D, and large doses of vitamin C. Tuber- 
culous epididymo-orchitis, ocular tuberculosis, osteo- 
articular tuberculosis in children, and most forms of 
tuberculous seritis (pleurisy, peritonitis) respond to 
vitamin D; lupus erythematosus and psoriasis are not 
influenced but lichen planus and possibly leprosy are 
benefited. He claims to have cured 110 cases of lupus, 
all of which have been observed for 3 years or more. He 
discusses the histo-pathological changes which may be 
noted in the lesions as they heal, and suggests that the 
essential action of vitamin D is due to the liberation in all 
tissues of phosphate ions which become available for 
metabolic and enzyme reactions. He considers that all 
the manifestations which follow the administration of 
vitamin D can be explained as the result of increased 
activity of phosphatases. 

Dowling reviews the history of the use of vitamins of 
the D group, and the somewhat conflicting reports on the 
effect of calciferol on cultures of tubercle bacilli; 
probably the vitamin does not have any direct deleterious 
effect on the organisms. Nevertheless, tuberculous 
manifestations of slow evolution—lupus, adenitis, teno- 
synovitis, and diseases of small joints—without fever and 
of hyperplastic type are most likely to respond favourably. 
Dowling has not seen any case of papulo-necrotic tuber- 
culide completely cured by the vitamin, and cases of 
Bazin’s disease have been resistant. In his experience 


tablets of calciferol have proved effective; the average 
effective daily dose for an adult is 100,000 i.u. daily, 


although during the first months of treatment the dose 
should be larger. He has found that improvement may 
result in cases of sarcoidosis after the administration of 
calciferol. His paper concludes with the statement that 
calciferol has the same effect on lupus as the Gerson— 
Hermannsdorfer diet, cod-liver oil, heliotherapy, and 
general artificial light baths, but this effect is achieved far 
more rapidly and as a rule more completely than with the 
older methods. 

Lomholt, Director of the Finsen Institute’s Dermato- 
logical Clinic at Copenhagen, states that with the Finsen 
treatment a recovery rate of 80% has been achieved. The 
remaining 20% of the lupus patients constituted a crucial 
test for the new method, especially as many had had the 
disease for a number of years. Of 130 cases treated with 
calciferol, more than 60% have become symptom-free, 
and the new method has far surpassed the expectations of 
the clinicians at the Finsen Institute. It is surprising that 
these results are so good, since treatment with calciferol 
may be debilitating; also it has hitherto been taught that 
in all treatment of tuberculosis it is important to improve 
the general condition of the patient. Furthermore, 
calciferol therapy has no favourable effect in most other 
forms of tuberculosis. The routine followed at the 
Finsen Institute is to give 180,000 units of calciferol in 
alcoholic solution daily for a month; then the dose is 
decreased to 120,000 to 150,000 units as long as the 
patient remains in hospital. Thereafter 90,000 units 
daily is an average dose. Every patient receives 750 ml. 
Whole milk daily. Halisteresis of the carpal bones 
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occurs very slightly in one case in 10. Treatment is 
continued for several months after all signs of lupus have 
disappeared. In discussing diet for these cases, Lomholt 
notes that the Gerson—Hermannsdorfer—Sauerbruch 
regime was found to be disappointing. 

In a discussion of the complications which may arise a 
new phenomenon is recorded. After receiving over 
12,200,000 units of calciferol in 75 days for the treatment 
of extensive and severe lupus, a woman, aged 55, felt 
weak and developed big blisters on the legs. These 
sites subsequently ulcerated, and a papulo-necrotic 
tuberculide was seen on all her limbs. After 2 months 
the eruption began to clear up; the lupus has now dis- 
appeared, but many dry papules and some ulcers remain. 
There was a very severe Mantoux reaction 2 months 
after the treatment started, but the reaction now is 
within normal limits. LLomholt considers that classical 
Finsen treatment should not be abandoned. He notes 
that the reactions after local Finsen light treatment 
become much more severe in patients who have been 
treated with calciferol. R. M. B. Mackenna 


1445. Studies of Sweating. I. Preliminary Report with 
Particular Emphasis on a Sweat Retention Syndrome 

M. B. SULZBERGER, F. HERRMANN, and F. G. ZAK. 
Journal of Investigative Dermatology [J. invest. Derm.] 
9, 221-242, Nov., 1947. 10 figs., 12 refs. 


This is a most interesting paper in which the authors 
show that in several of the common dermatoses there is 
interference with sweat secretion. This disturbance is 
most commonly seen in prickly heat but similar plugging 
of the sweat glands occurs in a variety of conditions, 
such as atopic dermatitis (disseminated neurodermatitis), 
mild forms of ichthyosis or ichthyosiform erythroderma, 
and dry forms of seborrhoeic dermatitis. When a 
sufficient number of sweat glands is firmly plugged, the 
affected patients have the following symptoms: Rapid 
elevations of environmental temperature accompanied 
by high humidity bring on attacks of pruritus. Systemic 
malaise may accompany the attack. Almost immediately 
after the rise in temperature, various types of skin lesions 
appear and may include papules, papulo-vesicles, and 
vesicles. The secretion of sweat is reduced or absent 
in large or small areas. Sensible perspiration tends to 
occur on repeated stimulation in certain fixed regions. 
Reduction of surface sweat is due to the plugging of the 
orifice of the sweat duct. More or less prompt subjective 
relief and objective improvement follow consistent 
reduction of environmental temperature and humidity. 
Improvement also follows local procedures which cause 
shedding of the plugs, and measures which reduce the 
tendency to sweat. 

Cases illustrating these points are described, and the 
authors also give in detail 2 cases of post-mepacrine 
lichenoid dermatitis in which symptoms similar to the 
above appeared but in which the causative mechanism 
was probably atrophy and destruction of the sweat 
ducts. This is only a preliminary paper; the mechanism 
and significance of the “‘ sweat retention syndrome” 
constitute a large field for further research. 

H. R. Vickers 
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1446. Clinical and Serologic Evaluation of 27,103 
Consecutive Slide Tests with Cardiolipin—Lecithin Antigen 
and Kline Antigen 

B. Levine, B.S. KLine, and H. SUESSENGUTH. American 
Journal of Clinical Pathology [Amer. J. clin. Path.) 18, 
212-217, March, 1948. 10 refs. 


This article reports the results of 27,103 slide tests 
carried out with cardiolipin—lecithin antigen and Kline 
exclusion and diagnostic antigens. The optimal ratio of 
cardiolipin : lecithin is between 1:9 and 1:10. In 
a previous report cardiolipin had been shown to give far 
fewer positive reactions in malaria than did the Eagle, 
Hinton, Kahn, Kline, and Mazzini tests. Cardiolipin 
gave 0-0025% positive and 0-2% doubtful or weakly 
positive reactions as against 0:27% and 0-59% with the 
Kline diagnostic test and 0-93% and 1-13% with the 
Kline exclusion test in 24,511 non-syphilitic sera. It 
gave | positive reaction in 56 cases of infectious mono- 
nucleosis, 1 in 247 of viral pneumonia, 1 in 513 of 
jaundice, and none in 4,313 pregnant women; it also gave 
none in a number of other conditions including diabetes, 
coronary occlusion, abortion, rectal abscess, and herpes 
[the figures in the text do not agree with those in the 
table, but the meaning is clear). In the case of syphilitic 
sera cardiolipin was rather more sensitive than Kline 
exclusion antigen and much more so than Kline diag- 
nostic antigen, over 2,000 sera being tested in each series; 
this was also the case in 5 newborn children of syphilitic 
mothers and in a treated case of syphilis where the cardio- 
lipin reaction remained positive much longer. [Many 
readers will hardly agree with the statement that “ no 
greater specificity (7 false positives in 24,877 non-syphilitic 
sera) in a test for syphilis is likely to be achieved ”’.] 

T. E. Osmond 


1447. Penicillin Treatment of Neurosyphilis. A Study 
of Forty-five Cases that had Previously Received Chemo- 
therapy 

L. P. Barker. Journal of Investigative Dermatology 
[J. invest. Derm.] 10, 169-176, March, 1948. 


This report describes the changes in the cerebrospinal 
fluid (C.S.F.) after the penicillin treatment of 45 cases 
of neurosyphilis. An aqueous solution of sodium peni- 
cillin was injected intramuscularly every 3 hours, the 
period of administration varying from 18 to 21 days and 
total dosage ranging from 8 to 12 mega units. All the 
patients had previously received more than 15 arsphen- 
amine and at least 15 bismuth and mercury injections, the 
majority having had many more. Some had also had 
tryparsamide, while several, at least 2 years before, had 
been given fever therapy. As a result, apart from the 
Wassermann reaction only in a few cases were abnor- 


malities present in the C.S.F. when penicillin was given, 
Eight patients had a pleocytosis of 12 to 88 cells, and the 
count reverted to normal within 6 months after penicillin, 
Of 19 cases, a high total protein content returned to 
normal in 10 cases within 6 months, in 13 within 12 
months, and in 14 within 18 months. In.a further 3 cases 
the total protein level was still falling at 18 months, 
Only 5 patients had abnormal colloidal gold curves; al] 
were paretics with changes in the first zone. Three curves 
became normal 12 months after penicillin while there was 
little change in the other two 12 to 18 months after 
penicillin. The Wassermann reaction in the CSF, 
became normal in 27 patients (60%), in 12 (26-6%) the 
titre declined, and only in 6 (13-4%) was there no response, 
This effect was considered remarkable in view of the 
former chemotherapy which these patients had received, 
Greatest improvement in the C.S.F. occurred in the first 
year after penicillin treatment and was independent of 
the amount of previous chemotherapy; the more recent 
the infection the greater was the improvement. 
S. M. Laird 


1448. Penicillin in Oil-Wax Mixtures 
J. R. May. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.| 24, 18-25, March, 1948. 2 figs., 5 refs. 


This paper reports the penicillin levels in the blood 
obtained when the drug was mixed with beeswax and 
ethyl oleate on the one hand and with arachis oil on the 
other. The subjects included men and women, in- 
patients as well as out-patients, from the Venereal 
Diseases Department of St. Mary’s Hospital. The 
titrations of penicillin were carried out by the Fleming 
and Smith method, a streptococcus being used as the 
test organism and a glucose—phenol red-serum water 
medium as the diluent. Penicillin in beeswax—arachis 
oil preparations gave more prolonged levels in blood than 
an equal dose of penicillin in beeswax-ethyl oleate, and 
considerably more prolonged levels than aqueous 
solutions of penicillin. After intramuscular injection of 
500,000 units of aqueous penicillin, the latter could be 
detected in blood for 12 to 16 hours. In 14 out of 15 
patients given penicillin in beeswax and arachis oil the 
drug could be detected 24 hours after injection. 

The size of the dose appeared unimportant in deter- 
mining the duration for which a detectable level was 
maintained, for in some cases 300,000 units gave as good 
results as 500,000 or 600,000 units. Moreover the 
activity of the patient did not affect the result. Pro- 
nounced individual variations occurred with the beeswax- 
ethyl oleate preparations, though less so by the sub 
cutaneous route than by the intramuscular. The 
percentage of beeswax (4 to 6%) in the ethyl oleate did 
not greatly affect the duration for which penicillin could 
be detected, but on the whole, the more beeswax the 
longer the duration. With 4% beeswax in ethyl oleate, 
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after 500,000 units intramuscularly, only in 5 out of 18 
ambulant subjects was penicillin detectable in the blood 
24 hours after the injection. Neither the concentration 
of penicillin nor minor degrees of exercise influenced the 
duration for which it could be detected. 

T. Anwyl-Davies 


1449. The Relative Antisyphilitic Activity of Penicillins 
F, G, K, and X and of Bacitracin, Based on the Amounts 
Required to Abort Early Syphilitic Infections in Rabbits 

H. EacLe and R. FLEISCHMAN. Journal of Bacteriology 
J. Bact.] 55, 341-346, March, 1948. 1 fig., 10 refs. 


- By employing a method based on the fact that a rela- 
tively minute amount of treatment suffices to terminate 
syphilitic infection in rabbits if it is administered soon 
after inoculation and before the appearance of the 
chancre, the authors have evaluated the relative anti- 
syphilitic activities of penicillins F, G, K, and X and of 
bacitracin within 2 to 3 months instead of the usual 9 to 
12 months. 

All the rabbits were inoculated intradermally with 
2,000 Treponema pallidum, and treated 4 days later by 
intramuscular injections of the material to be tested, 
repeated once daily for 4 days. The doses of penicillins 
F, G, K, and X and of bacitracin that aborted infection 
in half the animals were 3-5, 0-3, 2-6, and 2-2 mg. per 
kilo and 90 units per kilo respectively. For penicillins 
F, K, and X these represent relative activities of 8, 12, 
and 14. respectively, that of penicillin G being taken 
as 100. Not only the absolute but also the relative anti- 
syphilitic activity of the several penicillins and of baci- 
tracin varies widely according to the method of assay. 
For crude bacitracin containing 30 units per mg., the 
corresponding activity would be 10% that of G, and 
for a preparation containing 90 units per mg. (if baci- 
tracin can be purified to that extent) the percentage 
activity would be 30. Thus, penicillin G was by far the 
most effective antisyphilitic agent. By the three methods 
of assay used, penicillin F was 7% to 31% as active as G; 
K was <6% to 23%, X was 9% to 34%, and bacitracin 
at 30 units per mg. was 4-6% to 10% as active. 

T. Anwyl- Davies 


1450. The Action of Bacitracin and Subtilin on Tre- 
ponema pallidum in vitro and in vivo 

H. EaGie, A. D. MUSSELMAN, and R. FLEISCHMAN. 
Journal of Bacteriology {J. Bact.] 55, 347-358, March, 
1948. 2 figs., 18 refs. 


This is the first report on the activity and comparative 
potency of bacitracin and subtilin, two antibiotics pre- 
pared from culture filtrates of Bacillus subtilis, in the 


treatment of syphilis. Both were lethal to Treponema 
pallidum, bacitracin much more actively so than subtilin, 
in vivo as well as in vitro. The unit.of bacitracin used 
was the “amount which when diluted 1 in 1,024 in a 
series of two-fold dilutions in 2 c.c. of beef infusion 
broth, completely inhibits the growth of a stock strain 
of Group A hemolytic streptococcus when the inoculum 
used to seed the tubes is 0-1 c.c, of a 10-* dilution of an 
Overnight culture in blood broth.”” The activity of 
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subtilin was expressed in mg., and crystalline penicillin 
G was used for comparison. — 

With inocula of 100 Treponema pallidum per ml., 
0-004 John-Meleney unit of bacitracin per ml. and 
0-0047 yg. of penicillin per ml. completely inhibited 
growth, so that crystalline penicillin G was three times 
as active as crude bacitracin, containing 30 units per mg. 
Pure bacitracin may be at least twice as active. Subtilin 
was only +5 to zz as active as penicillin G, and only 
zs to ap as active as a preparation of bacitracin containing 
30 units per mg. Experiments to establish the rate at 
which the treponemata were killed showed that, unlike 
penicillin, there was no maximum effective concentration 
of bacitracin. The rate at which the organisms were 
killed increased with the concentration of bacitracin: 
up to the highest level tested (64 units per ml.); at that 
concentration 99-99% of the organisms were killed in 
under 6 hours, compared with an average of 26 hours 
required by maximum effective concentrations of 
penicillin. With 0-025 unit per ml. a definite treponemi- 
cidal effect was observed within 24 to 48 hours. At 
concentrations of 0-1 unit, 1 unit, and 4 units per ml., 
53, 19, and 14 hours were required to kill 99-9°% of the 
organisms. The treponemicidal power of subtilin, like 
that of bacitracin and unlike that of penicillin, increased 
with its concentration up to the highest level studied 
(64 wg. per ml.). At that concentration 99-99% were 
killed in 54 hours—that is, 5 times faster than the maxi- 
mum rate at which these organisms can be killed by 
penicillin G in vitro. 

In rabbits infected with 2,000 organisms 4 days before 
treatment with bacitracin, the syphilitic infection was 
aborted in half the animals by 90 units per kilo given 
once daily for 4 days. This dosage was 10 times the 
similarly effective dose of penicillin G. Subtilin ap- 
proached penicillin in its potency against Streptococcus 
pyogenes, but was far less active than either penicillin or 
bacitracin against treponemata in vivo or in vitro; with 
the largest doses the latter did not disappear from a ° 
chancre in rabbits. T. Anwyl- Davies 


1451. Finding of Treponema pallidum on the Clinically 
Normal Tonsil in Primary Syphilis. (La ricerca del 
Treponema pallidum sulle tonsille, clinicamente indenni 
da manifestazioni specifiche, di sifilitici in periodo 
primario) 

C. Pasint. Archivio Italiano di Otologia, Rinologia e 
Laringologia {Arch. ital. Otol.] 59, 1-14, Jan., 1948. 
19 refs. 


The author studied the persistence of Treponema 
pallidum on the clinically unaffected tonsil, and the 
question of how soon after infection the treponemata 
spread to remote areas. In a short review of published 
work, mention is made of the discovery of the treponema 
in an atrophic and pigmented patch at the site of an old 
lesion in a baby with congenital syphilis, and in sweat 
glands in the clinically healthy skin of a congenital 
syphilitic. Hoffmann and Krulle found the organism 
in the tonsil during the clinically latent stage of syphilis. 
Other authors have found the treponema in the cervix 
uteri and in the urethra. 
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The work of the present author was suggested by 
Hoffmann’s claim that his simple method of obtaining 
T. pallidum from the tonsil even in the serologically 
negative stage gave results comparable to those obtained 
from puncture of the lymph nodes. Hoffmann gave 
a gargle of normal saline, then a mouth wash of dilute 
alcohol followed by peroxide; he then took scrapings 
of the tonsil with a sharp spoon and immediately 
examined them by the dark-ground method. Alcohol 
was used to remove other spirochaetes which obscured 
the picture. The present author has not used alcohol, 
and has relied on his knowledge of the morphology 
of the organisms. He also stained preparations by 
impregnation methods and by Giemsa stain. The work 
was done with patients at the Dermatological Clinic of 
the University of Milan. The results in 25 serum- 
negative and 16 serum-positive cases are presented in 
two tables which set out the sex, age, specific lesion 
present, and the presence and nature of any non-specific 
lesion present in the pharynx, nasopharynx, or nose. 
Results were positive in 8 of the serum-negative and in 
7 of the serum-positive cases. Although the number 
of examinations is too small for statistical analysis, the 
general impression is that a positive result is more likely 
in the presence of a complicating non-specific lesion of 
the pharynx. S. A. Beards 


OTHER VENEREAL DISEASES 


1452. The Antigenic Relationships of Donovania granu- 
lomatis (Anderson) and the Significance of this Organism 
in Granuloma Inguinale 

G. RAKE. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.] 32, 150-158, March, 
1948. 17 refs. 


In past investigations into the aetiology of granuloma 
‘inguinale the Escherichiae have not infrequently been 
implicated as a possible cause of this condition. The 
evolution of a complement-fixation test, with cultures of 
Donovania granulomatis as an antigen, led to similar 
trials with material prepared from cultures of Fried- 
lander’s bacillus. The organism was cultured on 1% 
tryptone agar for 18 hours and then washed off with 
physiological saline buffered to pH 7-8. After centri- 
fuging for 30 minutes the organisms were re-suspended 
in buffered saline, frozen and thawed 10 times in alcohol 
and dry ice, shaken, and once again centrifuged; the 
supernatant fluid was used as the antigen. Twenty out 
of 30 sera taken from patients with granuloma inguinale 
gave a positive reaction, compared with 25 with D. 
granulomatis antigen. When 14 sera from patients with 
known recent venereal exposure were tested positive 
reactions were obtained with one and three respectively. 
Of sera from 4 patients with varicose ulcers, 2 gave 
positive results with the antigen prepared from Fried- 
lander’s bacillus, and 4 with that from D. granulomatis. 
The almost complete reduplication of these tests suggests 
that Donovania might belong to the tribe Escherichiae, 
a hypothesis supported by their common susceptibility 
to streptomycin. R. R. Willcox 


VENEREAL DISEASES 


1453. Electrophoretic Analysis of Serum from Patients 
with Pinta and Yaws 

M. L. DILLON and G. R. Cooper. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer, J 
Syph.] 32, 251-255, May, 1948. 1 fig., 18 refs. 


The sera from 3 cases of pinta and 3 of yaws were 
prepared for electrophoresis by dilution with barbital 
buffer of pH 8-6 and 0-1 M ionic strength to approxi. 
mately 2% protein content; this was followed by dialysis 
against frequently changed buffer at 2° to 8°C. The 
boundaries were allowed to migrate from 3 to 34 hours 
in an electrical field of approximately 6 volts per cm, 
Component analyses were made from measurements jn 
photographic enlargements of the electrophoretic dig. 
grams, and showed a slight increase of the y globulin in 
the pinta sera and a larger increase in the y globulin of the 
yaws sera. The albumin content was low in comparison 
with that of the y globulin but no specific changes indica- 
tive of the presence of unique proteins were noted in the 
sera of sufferers from these two diseases. 

R. R. Willcox 


1454. Effects of a New Trivalent Antimony Compound 
upon Granuloma Inguinale 

G.G. ALLISON. Southern Medical Journal [Sth. med. J) 
41, 276-277, March, 1948. 


Sixty-five coloured patients suffering from granuloma 
inguinale, in whom the diagnosis was confirmed by the 
identification of Donovan bodies in the biopsy smear, 
were treated with lithium stibiothiomalate (‘ anthio- 
maline’’). The drug was given by _ intramuscular 
injections in doses of 3 ml. (equivalent to 30 mg. anti- 
mony) twice weekly, the total number of injections vary- 
ing from 5 to 42. The results were comparable with 
those obtained with stibophen and with antimony 
potassium tartrate. Rest in bed, a daily bath with soap 
and water, and a balanced diet with iron and vitamins 
are as necessary as drug therapy. Geoffrey McComas 


1455. Virulence and Antigenicity of Hemophilus 
ducreyi 

R. B. Dienst. American Journal of Syphilis, Gonorrhoea, 
and Venereal Diseases [Amer. J. Syph.] 32, 289-291, May, 
1948. 8 refs. 


Cultures of Haemophilus ducreyi became avirulent for 
rabbits and human beings when subcultured for several 
months on defibrinated rabbit blood. Lyophilized 
cultures of freshly-isolated strains remained virulent for 
rabbits and human beings even after 18 months’ storage 
at room temperature. Virulence for human subjects was 
tested by placing 0-1 ml. of 48-hour rabbit blood culture 
on the scarified skin; virulent strains produced “ pustu- 
lettes ’’ within 72 hours. Three avirulent and 2 virulent 
strains were selected for testing antigenic power. All 
five antigens were injected into the skin of 20 known 
positive and 40 known negative Ducrey reactors. Read- 
ings after 72 hours did not reveal a single discrepancy in 
the reactions produced by the virulent and avirulent 
strains. R. R. Willcox 
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Locomotor Disorders 


1456. Effect of Ischemia on Painful Joints. [In English] 
L. Kirstein and E. KUGELBERG. Acta Psychiatrica et 
Neurologica [Acta psychiat., Kbh.] Suppl. 46, 166-174, 
1947. 4 figs., 3 refs. 


In the treatment of arthritis the relief of pain is 
important, since it helps to prevent contractures. Active 
and passive movements are valuable in preventing 
deformity, but it is often necessary to give analgesics or 
local heat first. Protracted ischaemia raises the electrical 
threshold of the large nerve fibres. After 20 to 25 
minutes’ ischaemia this effect lasts several hours, and 
spontaneous activity in motor and touch fibres ceases 
when the threshold rises as a result of the ischaemia. 
In view of this it was decided to try the effect of ischaemia 
in reducing pain and tenderness in peripheral joints, 
thereby allowing greater movement. Five patients with 
arthritis and periarthritis of the fingers of recent onset 
were studied. A blood pressure cuff was inflated above 
the systolic level and maintained for 20 to 25 minutes; 
during this time the joints were rested. When the 
ischaemia was interrupted there was a strong reactive 
hyperaemia associated with paraesthesia lasting about 
10 minutes. At the same time there was a marked 
reduction in tenderness and an increase in the range of 
movement. Treatment should be given on alternate 
days and not more than 15 treatments in all. 

D. P. Nicholson 


1457. Heberden’s Nodes. VII. The Roentgenological 
and Clinical Appearance of Degenerative Joint Disease of 
the Fingers. 

R. M. StecHeR and H. Hauser. American Journal of 
Roentgenology and Radium Therapy {Amer. J. Roentgenol.] 
59, 326-337, March, 1948. 5 figs., 8 refs. 


This study is based on observation of over 100 patients 
with Heberden’s nodes, 5 cases being described in detail. 
The chief points of interest are as follows. The con- 
dition may start with formation of fluctuant myxomatous 
swellings which sometimes precede radiological changes; 
the latter may develop rapidly, though this is unusual. 
Periarticular soft tissues, tendinous attachments, and 
subchondral marrow spaces are involved as well as the 
joint, cartilage, and bone. Radiological changes con- 
sist of enlargement of the bone ends, loss of joint space, 
and bony spurs. Spurs develop from the attachment of 
the flexor and extensor tendons to the distal phalanges, 
and when large simulate in appearance a ball-and-socket 
joint. Spur formation is best seen in lateral views. 
If only postero-anterior views are taken the spurs may 
not be observed. The distal ends of the middle phalanges 
undergo marked change of bony structure which gives 
Tisé to a foamy appearance. Of patients with Heber- 
den’s nodes of the distal interphalangeal joints 40% have 
also degenerative disease of the proximal interphalangeal 


joints. It is a common mistake to regard every patient 
with enlargement of the latter joints as suffering from 
rheumatoid arthritis. Heberden’s nodes tend to be 
associated with degenerative joint disease elsewhere. 
[The illustrations in this article are particularly good.] 
H. A. Burt 


1458. Treatment of Rheumatic Conditions by Sex 
Hormones. (Traitement des affections rhumatismales 
par les hormones sexuelles) 

F. Coste, —. LACRONIQUE, and M. HOcHFELD. Revue 
du Rhumatisme [Rev. Rhum.] 15, 40-43, Feb., 1948. 
7 refs. 


Hexoestrol or stilboestrol was given in 205 cases of 
osteo-arthritis; in 60% of the cases some improvement 
was evident but it was generally transient. Hexoestrol 
5 mg. or stilboestrol 3 to 4 mg. was given by mouth 
daily for 10 days with intervals of rest of from 1 to 3 
weeks. Stilboestrol 5 mg. daily was also given intra- 
muscularly. 

Diethylstilboestrol, hexoestrol, progesterone, and 
testosterone were administered by intramuscular in- 
jection or implantation in 47 cases of chronic, progressive 
polyarthritis without effect. Twelve cases of ankylosing 
spondylitis were also treated; 5 patients improved but 
the period of observation was short. T. G. Reah 


1459. Subcutaneous Implantation of Pellets of Sex 
Hormones in Rheumatic Conditions. (Note préliminaire 
sur les implantations sous-cutanées de comprimés 
d’hormones génitales dans les états rhumatismaux) 

M. PrERRE-WEILL and R. SicHERE. Revue du Rhumatisme 
[Rev. Rhum.] 15, 33-39, Feb., 1948. 17 refs. 


Patients suffering from various forms of rheumatism 
were treated by implantation of pellets each containing 
oestradiol 25 mg., or progesterone 50 or 100 mg., or 
testosterone 100 mg. The female patients were at or 
past the menopause, and 100 mg. of oestradiol was 
implanted if the uterus was absent and a maximum of 
25 mg. oestradiol and 100 mg. progesterone if the uterus 
was present. Those suffering from paraesthesiae 
received oestradiol, with or without progesterone, and 
the results were satisfactory; the symptoms disappeared 
completely but in some cases uterine haemorrhage 
occurred. The general condition of patients with osteo- 
arthritis improved, and in half the cases there was some 
improvement of function and disappearance of pain. 
The results in rheumatoid arthritis were much more 
uncertain, and in most cases there was no benefit. Two 
cases are quoted in which after oestradiol implantation 
there was an improvement and an intolerance to gold 
salts disappeared; 2 other patients also seemed to derive 
benefit. Six cases of cervico-brachial neuralgia showed 
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no improvement. There were about 60 implantations 
of testosterone, usually 600 to 800 mg., in males suffering 
from osteo-arthritis, who were mainly between 60 and 
70 years of age. In 80% of the cases the general con- 
dition improved but the joint lesions remained unchanged. 
T. G. Reah 


1460. Treatment of Arthritis by Intra-articular Injection 
D. M. BAKER and M. S. CuHayen. Lancet [Lancet] 1, 
93-97, Jan. 17, 1948. 3 figs., 3 refs. 


The authors describe the management of a clinic where 
intra-articular injections are given to osteo-arthritic 
patients. Among 52 patients treated 16 have greatly 
improved and only 13 have shown no improvement, 
either subjective or objective. The authors attempt 
to compare the effects of solutions of lactic acid and 
procaine with those of an isotonic solution of procaine 
and normal saline. They found no striking difference in 
the results from these two solutions, and therefore sug- 
gest that the benefit received is largely due to the lubri- 
cating action of the fluid injected, in conjunction with the 
optimistic spirit prevailing in their clinic. In most cases 
they noticed a tendency to recurrence of symptoms a 
fortnight after the injection. They suggest—as have 
others—that the analgesic effect of the procaine is useful 
in allowing active exercises to be begun without much 
pain, W. S.C. Copeman 


1461. Night Cramps in Human Extremities. A Clinical 
Study of the Physiologic Action of Quinine and Prostig- 
mine Upon the Spontaneous Contractions of Resting 
Muscles 

H. K. Moss and L. G. HERRMANN. American Heart 
Journal {Amer. Heart J.] 35, 403-408, March, 1948. 
15 refs. 


Further observations on 20 patients suffering from 
nocturnal muscle cramps confirm the authors’ earlier 
report on the benefit to be obtained from treatment with 
quinine. Relief was so prompt in all cases after ad- 
ministration of quinine and pain occurred so often when 
a placebo was given instead that there could be no 
question of the specific action of quinine in this 
condition. Evidence indicates that the action of quinine 
is directly on muscle rather than on the myoneural 
junction. Neostigmine (** prostigmin ”’) fails to increase 
the intensity or frequency of night cramps when given 
in doses sufficient to produce the vasodilating effect of 
the drug. R. T. Grant 


RHEUMATOID ARTHRITIS 


1462. Autotransplantation of Joint Capsule, an Attempt 
to Desensitize Patients Suffering from Rheumatoid 
Arthritis. [In English] 

H. Novotny. Acta Medica Scandinavica [Acta med. 
scand.] 129, 524-546, Feb. 25, 1948. 4 figs., 33 refs. 


The results of treatment of arthritis by transplantation 
of diseased periarticular tissue are discussed in this 
paper. The procedure was prompted by the author’s 


LOCOMOTOR DISORDERS 


observation that general improvement in the patient's 
arthritis often followed operation on one of the diseased 
joints. He believes that arthritis is an allergic pheno. 
menon, and considers it possible that diseased joint 
tissues contain sessile antibodies which, if introduced into 
the body, may desensitize the patient. 

Of the 12 patients on whom operation was performed, 
11 had rheumatoid arthritis and 1 chronic gouty arthritis, 
The transplant on each occasion was a piece of capsule 
obtained during synovectomy of the knee; it was placed 
in the subcutaneous tissue of the abdominal wall, 
In one instance the transplant necrosed and there was 
no change in the patient’s condition; in the other 1j 
patients there was decrease in pain and in swelling of 
the joint and an increase in mobility within a few days 
of operation. The patients were followed up for 9 to 
17 months. In 7 instances clinical improvement had 
been maintained, though in 5 of them the erythrocyte 
sedimentation rate, which had gone down after opera- 
tion, had returned to the pre-operation level. Improve- 
ment was pronounced in the one case of gouty arthritis 
treated. H. A, Burt 


1463. Chemotherapy in Rheumatic Polyarthritis, 
(Kemoterapi vid rheumatisk polyarthrit) 

N. Svartz. Nordisk Medicin [Nord. Med.] 37, 299-303, 
Feb. 13, 1948. 6 figs. 


Because salicylates are valuable symptomatically in 
polyarthritis, and local infections sensitive to sulphon- 
amides often cause a flare-up of the disease, the author 
investigated the effects of these drugs in chemical com- 
bination. A salicylic acid-azosulphapyridine compound 
(“ salazopyrin ’’) was found by fluorescence microscopy 
to be selectively absorbed by connective tissue and to 
be decomposed only slowly by the body. It has been 
tried out in the Karolinska Hospital since 1941, and the 
author reports a follow-up study in 1947 on the 629 cases 
treated between 1941 and 1945. 

Salazopyrin was given by mouth in doses of 6 g. a day 
in the acute phase, 1 g. a day for several weeks later in 
the acute phase after the erythrocyte sedimentation rate 
was normal, and small amounts for years in the chronic 
cases. Toxic manifestations are fever and a rash after 
a day or two (this may be overcome by re-starting the 
drug with 0-25 g. doses and reaching normal doses after 
2 weeks) and leucopenia in chronic cases (which were 
treated with liver by mouth). There have been no cases 
of agranulocytosis, although some patients have taken 
kilogrammes of the drug over a period of years. Local 
injections of 0-8°% solutions at a pH of 7-3 may usefully 
be made into oedematous periarticular tissues. 

Of the 154 patients with acute polyarthritis treated, 
107 were followed up. Three had died symptom-free, 
9 now had a chronic polyarthritis, and 95 (89%) had 
negligible or no symptoms, though 20 had had relapses 
since discharge and 7 had developed symptomless vale 
vular disease of the heart. Of the 475 cases of chroni¢ 
polyarthritis treated with salazopyrin (or in a few cases 
with similar compounds), 307 were followed up. The 
results were not so good; 24 patients had died (most 
from cardiovascular disease) and 69 were worse; 1 
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RHEUMATOID ARTHRITIS 


20 the condition was unaltered but in 194 (63%) it had 
improved—in 66 after relapses, in 24 moderately and 
without relapse, while 104 (34%) were very much better 
or were cured. Relapses are frequent unless the drug is 
continued (it was only discovered at the follow-up that 
most patients had given up the drug on discharge); 
of the 16% who continued to take it 75% were very much 
better or cured, as against only 34% in the total group. 
The author states that acid salicylazo compounds have 
a good effect on the type of acute polyarthritis seen in 
recent years (contrasted with classical acute rheumatism) 
and are also valuable in chronic polyarthritis if continued 
for at least several months. A. M. M. Wilson 


1464. The Ineffectiveness of Aluminium Subacetate in 
Rheumatoid Arthritis 

A. BLazer, H. H. FRIEDMAN, and O. STEINBROCKER. 
New England Journal of Medicine [New Engl. J. Med.] 
238, 507-508, April 8, 1948. 7 refs. 


Twelve patients with rheumatoid arthritis were treated 
with aluminium salts for a period of from one to two 
years. Noappreciable improvement in the subjective and 
and objective signs of activity occurred, nor was the 
course of the disease significantly influenced in 11 of the 
12 patients. Recalcification of the osteoporotic bones 
did not appear in the roentgenograms of 8 patients with 
active rheumatoid arthritis and of 3 inactive cases. In 1 
case of inactive rheumatoid arthritis there were sug- 
gestive signs of slight recalcification. Repeated estima- 
tions of the blood calcium and phosphorus before and 
during treatment revealed no significant alterations. 


Aluminium subacetate demonstrated no significant 


therapeutic value’ in 


these patients.—[Authors’ 
summary.] 


1465. Complications of Gold Treatment of Chronic 
Polyarthritis. (Komplikationer vid guldbehandling av 
kroniska polyarthriter vid Asé och Sédersjukhuset) 

G. NystrOM. Nordisk Medicin [Nord. Med.| 37, 
499-501, March 5, 1948. 4 figs. 


The author gives a short account of the views held on 
the fate and mode of action of gold in the body, and 
reports his experiences at the Asé and Séder hospitals 
in Stockholm with 762 courses of gold given to 620 
patients suffering from chronic polyarthritis. Of the 
patients 62% were women; 56% of them and 66% of 
the men were under 50; the majority had had the disease 
for under 5 years. Three-quarters of the courses were of 
“ solganal’’ and the total gold given varied from 0-8 to 
|g. The author agrees with Sundelin that reactions, 
hypersensitivity, and complications are difficult to 
differentiate, but gives the following figures. Reactions 
and complications occurred in 40%, leading to cessation 
of treatment in 6-8% and death in 2 cases. Reactions 
(which led in no case to cessation of treatment) affected 
mainly the blood—the leucocyte count fell temporarily 
to below 3,000 in 9%, eosinophilia of over 15% occurred 
in 2:5%, and the platelet count fell to below 150,000 in 
18%. Haemoglobin values and red cell counts also often 
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fell. Albuminuria occurred in 1-6°% and haematuria in 
0-5%. Complications (for which treatment had to be 
stopped) affected mainly the skin (4-4%), but there were 
no really serious cases of dermatitis. Gastro-intestinal 
disturbances (including hepatitis, haematological com- 
plications, and a miscellaneous group, including nervous 
troubles, were responsible about equally for the remaining 
2-4% in which treatment had to be stopped. Encepha- 
litis and panmyelophthisis accounted for the fatal cases. 


A. M. M. Wilson 
‘ 


1466. Speransky’s Method of Spinal Pumping in 
Rheumatoid Arthritis. A Review of Four Cases 

O. SavaGe. British Medical Journal [Brit. med. J.] 1, 
496-497, March 13, 1948. 3 figs., 4 refs. 


Speransky believed that many acute and chronic 
diseases, including rheumatic conditions, are closely 
related to a neuropathy, and reported on treatment by 
He treated 100 cases of poly- 
arthritis in this manner with intensive salicylate therapy 
before and after. Good results were reported, especially 
in rheumatic fever. The Gillman brothers in America 
also reported satisfactory results from the method. 

The present author reports in detail the results in 
4 patients with “ rheumatoid arthritis’, 3 were women 
aged 54, 54, and 48 [the menopausal years] and one was a 
man aged 40. The operation consists in withdrawing 
and replacing 20 ml. of spinal fluid slowly 20 times in 
the space of about 1 hour. Patients were given 10 g. of 
salicylate each during the 24-hour period before and after 
pumping. After the operation there was a feeling of 
heat, mainly at the periphery, lasting for about 48 hours. 
The author could not confirm any objective signs of 
dilatation of capillaries, rise in skin temperature, or 
sweating as noted by the Gillmans. In one case, in 
which the pumping was stopped when the cerebrospinal 
fluid pressure dropped to 35 mm., some fever resulted. 
No dramatic improvements were observed either objec- 
tively or subjectively. Three of the cases were given 
chrysotherapy after the pumping. Improvement in 
the erythrocyte sedimentation rate and in clinical signs 
is reported and thought to be possibly more due to the 
gold and the natural remissions which occur in this 
disease than to the pumping operation. A [wise] report 
is included of the patients’ own opinions; in 3 there was 
no significant change attributable to the operation, but 
one patient claims that the operation performed “ at her 
own request ”’ effected a “‘cure’’. In 3 cases the cere- 
brospinal fluid pressure was lowered during the process: 
180 to 70; 180 to 35; 180 to 160 mm.; in 1 it rose from 
140 to 210 mm. All fluids were found to be sterile and 
biochemical tests revealed no abnormality. The author 
states that no conclusions regarding the value of this 
treatment could be drawn from only 4 cases. [Taking 
into consideration the reports referred to above, it might 
have been reasonable to expect something more tangible, 
even in 4 cases. The author, however, concludes that 
“no significant change ’’ has been observed. Three of 
the patients are undoubtedly “* better ’’, but the degree to 
which the “* pumping” achieved this improvement is 
certainly difficult to assess.] Harry Coke 
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1467. The Mechanism of Origin of Laségue’s Sign. [In 
English] 

O. Sjs6qvist. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 46, 290-297, 1947. 2 figs., 11 
refs. 


Views on the mechanism of Laségue’s sign (not first 
described by Laségue himself, but by his pupil Forst in 
1881) have been influenced in Scandinavia by Helweg’s 
theory that sciatica is a purely muscular disease; it was 
considered until recently that Laségue’s sign is due to 
stretching of the pathologically altered muscle. Observa- 
tions were made on 5 patients operated upon for disk 
protrusions under local analgesia and in a lateral posi- 
tion. It was shown (photographic and cinematographic 
records were made) that, when the hip of the straightened 
leg was flexed, the nerve roots and dural sac were pulled 
caudally and that pressure on the nerve root exerted by 
the protruding disk was greatly increased when the nerve 
root was stretched. Further, Laségue’s sign became 
negative immediately the nerve root involved was 
anaesthetized with procaine, showing that the sign is 
neural in origin and produced by purely mechanical 
factors. A. M. Stewart-Wallace 


1468. The Study of So-called Congenital Word-blindness. 
(Beitrag zur Lehre von der sog. kongenitalen Wort- 
blindheit) 

H. Soims. Monatsschrift fiir Psychiatrie und Neuro- 
logie [Mschr. Psychiat. Neurol.| 115, 1-54, Jan.—Feb., 
1948. Bibliography 


This is a long review of the literature on so-called con- 
genital word-blindness published during the last 10 to 
15 years. It appears that this anomaly is particularly 
common in Anglo-Saxon people, the reason being the 
big difference between the written and spoken languages. 
Congenital word-blindness, “parietal”? alexia and 
agraphia (Déjerine), and “occipital’’ pure alexia 
(Wernicke) can be differentiated by their symptom 
aetiology. The author tries to work out the differential 
diagnosis of congenital word-blindness, and concludes 
his paper with a discussion of the location of lesions in 
this disease. F. K. Kessel 


1469. Ergotamine Tartrate Orally in Horton’s ‘* Hista- 
minic Cephalgia”. (Also Called Harris’s ‘“* Ciliary 
Neuralgia”.) A New Method of Treatment. [In 
English] 

K. A. Exspom. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 46, 105-113, 1947. 8 refs. 


The syndrome of “* histamine headache ” is character- 
ized by short paroxysms of violent unilateral headache 
in the eye, temple, neck, or face and by watering of the 
eye and rhinorrhea or stuffiness of the nostril. The 


attacks start and end suddenly, appearing day after day 
and often several times a day. Headache is not accom- 
panied by nausea or scotoma and there is no hereditary 
factor; the syndrome is a separate entity from migraine 
and trigeminal neuralgia. In 18 of the author’s 23 cases 
the disease was of long duration—2 to 23 years. In 13 
cases there was periodicity, and the attacks lasted for a 
few weeks or months with remissions lasting for several 
months or years—a fact that must be considered in 
evaluating results of therapy. Sixteen cases were treated 
with ergotamine tartrate, 2 or 3 tablets of 1 mg. being 
given daily, with immediate and considerable improve- 
ment in 13 cases, and slight improvement in | case. 
A. M. Stewart-Wallace 


1470. Action of Antibodies on the Central Nervous 
System. (A propos de l’action des anticorps sur le 
systéme nerveux central) 

F. Reus and A. BiscHorr. Monatsschrift fiir Psychiatrie 
und Neurologie [Mschr. Psychiat. Neurol.] 114, 73-90, 
July—Aug., 1947. 4 figs., 56 refs. 


The authors attempted to produce a demyelinating 
serum by injecting ducks with brain emulsions of rabbits. 
Intravenous injections ‘of this serum even with vaso- 
dilatation by diathermy and “ euphylline”’ (theophylline 
with ethylene diamine) injections were without effect. 
Intracerebral injections caused, at the site of injection, 
fairly extensive cortical necrosis of neurones, apparently 
of vascular origin, as it was associated with dilatation 
of vessels and stasis of the circulation in them. Serum 
produced against the nerve of frogs did not cause any 
change in the anisotropism of the myelin of frog’s nerve. 

The authors conclude that their serum was not specific 
for myelin, but acted also directly on the blood vessels 
in the neighbourhood. Their experiments may be con- 
sidered to have given essentially negative results. 

J. G. Greenfield 


1471. Hemochromatosis of the Central Nervous System 
M. A. NEUMANN. Journal of Neuropathology and 
Experimental Neurology [J. Neuropath. exp. Neurol.) 7, 
19-34, Jan., 1948. 4 figs., 13 refs. 


The author describes the case of a feeble-minded man 
who had suffered for 12 years from progressive deafness 
and for 10 years from ataxia of gait and weakness of the 
legs; he died at the age of 50. There were no clinical 
signs suggesting haemochromatosis, but the cerebro- 
spinal fluid, on the one occasion on which it was examined, 
was deeply xanthochromic and contained 20 leucocytes 
and 5% protein. Post-mortem examination revealed 
rust-brown staining of the leptomeninges and walls of 
the ventricles, with superficial destruction of the cortex 
on the orbital surface of the left frontal lobe, such as that 
seen after trauma, and extensive superficial damage to 
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the superior cerebellar cortex. The liver and spleen 
showed no excessive iron deposition, and the case, as a 
whole, suggests that the meningeal and ventricular 
staining was due to repeated subarachnoid haemor- 
rhages rather than to a local disturbance of iron 
metabolism. J. G. Greenfield 


1472. The Electroencephalogram in Experimental Con- 
cussion and Related Conditions 

J. W. Warp and S. L. CLark. Journal of Neurophysio- 
logy (J. Neurophysiol.| 11, 59-74, March, 1948. 9 figs., 
37 refs. 


The electroencephalogram (E.E.G.) was studied in 
cats anaesthetized with pentobarbital soluble (“‘ nem- 
butal”’) and in unanaesthetized cats. Stainless steel 
electrodes were screwed into the skull and a central 
silver wire provided direct contact with dura or pia. 
The E.E.G. and the electrocardiogram were recorded 
simultaneously with a crystograph. Concussion simu- 
lated by impact on a plunger in a saline-filled tube lead- 
ing to the intracranial cavity gave results similar to those 
obtained with blows on the head. Effects in order of 
their occurrence at the onset of enduring pressure were: 
(1) Diminution of slower spontaneous activity and 
augmentation of faster, suggesting “ activation”’. 
(2) Large slow waves, particularly in frontal regions, 
with suppression of activation pattern. Release of 
pressure was followed by a few small slow waves syn- 
chronous with the pulse in the frontal lead, then by 
random slow waves superimposed on normal ones. 
Large, brief changes of pressure obliterated the narcosis 
pattern in lightly anaesthetized animals and increased 
the general frequency but did not always produce slow 
waves, which only appeared regularly in deeply 
anaesthetized animals. Impact to the body only did 


not result in changes in the E.E.G. The significance of 


the slow waves and their relation to other phenomena 
are discussed. W. Grey Walter 


1473. Cerebral Endangiitis Obliterans. (Zur Kenntnis 
der Endangiitis obliterans des Gehirns) 

M. MINKowskKI. Confinia Neurologica [Confin. neurol., 
Basel] 8, 138-151, 1947/48. 6 figs., 16 refs. 


The author discusses cerebral endangiitis obliterans 
in the light of 8 personal cases, in 2 of which there had 
been a post-mortem examination. Although the con- 
dition is often associated with Buerger’s disease in the 
arteries of the leg, more cases have been recorded in 
Gentiles than in Jews. In most cases the disease begins 
between the ages of 20 and 50, and, according to some 
authors, especially between the ages of 25 and 35. 


Intense paroxysmal headaches resembling migraine are 


common initial symptoms, with attacks of fainting, or 
Sensations of objects dancing in front of the eyes, or 
some degree of loss of vision. Loss of memory, difficulty 
in concentration, or temporary monoparesis or hemi- 
paresis, hemianaesthesia, aphasia, or apraxia often occur. 
More psychic symptoms, such as confusion, depression, 
catatonia, or break-up of personality may be seen. A 
common early symptom is increase in intracranial 


pressure with headaches, vomiting, somnolence, and 
redness or slight swelling of the optic disks; these 
symptoms appear to be due to cerebral oedema or serous 


meningitis. Epileptic or epileptiform fits may occur 
early or later. The blood pressure usually remains 
normal. 


The author finds that most patients are heavy cigarette 
smokers, but the disease may be seen in non-smokers. 
Septic foci in the teeth, tonsils, or sinuses appear to be 
aetiological factors in some cases, and treatment should 
be directed to the eradication of any possible nidus of 
infection. In some cases the disease appears to be pre- 
cipitated by injuries to the head. In fact, the list of 
possible aetiological factors is so long that it appears 
certain that the true cause remains unknown. In the 
differential diagnosis, disseminated sclerosis, cerebral 
syphilis, and other forms of cerebral vascular disease 
present the chief difficulties. 

In treatment, smoking must be forbidden; various 
vaso-regulator drugs may be tried, and these may be 
combined with sex hormones. Sympathetic denervation 
of the neck has been tried with some degree of success, 
and a good result has been achieved by revascularization 
of the affected hemisphere from the temporal muscle. 

J. G. Greenfield 


1474. The Syndrome of Alexia and Amnesic Aphasia. 
Subarachnoidal Haemorrhage with Symptom of Partial 
Occlusion of the Spinal Subarachnoidal Space 

R. Kein and J. H. Atriee. Journal of Mental Science 
[J. ment. Sci.] 94, 59-69, Jan., 1948. 30 refs. 


A patient, semi-comatose after a subarachnoidal 
haemorrhage, passed into a manic state for several days, 
followed by reduced mental activity with severe memory 
loss. During this time there was amnesic aphasia, 
alexia, slight writing and spelling defects, and acalculia. 
There was gradual improvement, but 3 months later the 
special defects were still present, although memory and 
mental alertness had returned to normal 4 weeks after 
the haemorrhage. At first there was loss of knee and 
ankle jerks and pyramidal signs, which soon became 
normal, and a paraparesis of legs, which recovered 
3 weeks later. There was an upper right-sided 
homonymous quadrantic hemianopia, which remained 
unchanged. Results of detailed investigations have been 
described. It was of diagnostic importance that para- 
doxically the pressure of cerebrospinal fluid gradually 
increased during lumbar puncture with a slow flow, 
which was probably due to a clot causing partial occlusion 
of the spinal subarachnoidal space, with co-existing 
increased intracranial pressure.—[Authors’ summary.] 


1475. The Occurrence of Extensor Spasm in Patients 
with Complete Transection of the Spinal Cord 

M. B. Macut and R. A. KuHN. New England Journal 
of Medicine [New Engl. J. Med.} 238, 311-314, March 4, 
1948. 14 refs. 


The authors comment on the present teaching that 
after a complete division of the spinal cord the only 
patterns of involuntary activity in skeletal muscle groups 
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are flexor spasms and the mass reflex. They report on 
a series of 27 verified cases of complete transection 
examined two or more years after transection. In 
2 patients there were flexor spasms alone; 2 had ap- 
proximately equal flexor and extensor spasms, and 19 
had predominantly extensor spasms with flexor com- 
ponents. In no patient was extensor spasm alone 
elicited. In 5 men the muscles were completely flaccid. 
All the reflexly active patients had flexor movements at 
first, and in the one case for which any details are given 
the extensor spasms did not start for 18 months. - [This is 
a tantalisingly brief account with details of only one case.] 
N. S. Alcock 


1476. Inoculation of Syringomyelia into the Monkey and 
the Rabbit. (Inoculation d’une syringomyélie au singe et 
au lapin) 

P. Gutraup. Encéphale [Encéphale] 36, 197-217, 
1946-47.. 20 figs., 6 refs. 


In 1932 the author systematically inoculated monkeys 
or rabbits with emulsions of human brain from various 
cases of nervous disorder. The only successful inocula- 
tion was from a case of syringomyelia of 15 years’ stand- 
ing. Two monkeys received intracerebral inocula of 
0-5 ml. thick emulsion of pons tissue, which had been 
frozen overnight in glycerin and mixed with saline. 
Cultures made at the same time were sterile. From the 
original monkeys a series of inoculations were made into 
monkeys and rabbits at varying intervals up to 1947, 
making 9 passages. Nervous symptoms developed 
sooner or later, and the illnesses lasted from a few weeks 
to 4 years and 9 months. 

Symptoms were more marked and more numerous in 
monkeys than in rabbits. In the earliest series palsy of 
the hind limbs and wasting appeared within 3 weeks. 
About 6 weeks later trophic ulcers appeared on the 
fingers, face, and ears, with thermanalgesia. Kyphosis 
developed. Acute oedema of the hypogastric region 
preceded death, in 1 case after 2} months and in the other 
after 8 months. Another monkey developed marked 
trophic changes of the sternum and ribs, muscular 
atrophy, and delayed thermal sensitivity. In rabbits 
the disease was much slower in development. Rapid 
wasting was followed by muscular weakness; paraplegia 
was present in 5 cases. Trophic changes appeared 
with kyphosis, spontaneous fractures, and ulceration. 
Oedema appeared only once. Post-mortem changes in 
bone were often marked, with softening and sometimes 
secondary calcification. The nervous tissue was softer 
than normal. 

Histological changes in the nervous system were 
degenerative, cell lysis occurring in neurones and macro- 
glia, and proliferative in macroglia and oligodendroglia 
and especially in ependymal and choroidal cells. The 
cell lysis in the earlier cases was more severe than in the 
later cases, suggesting that the virus was becoming 
attenuated and tending to concentrate in the region of 
the inoculum. In cells there were chromatolysis and 
nuclear loss, sometimes with vacuole formation, scattered 
in various regions of the brain. In some places there 
was total tissue loss, leaving clefts. In the cord and 


medulla the clefts caused dilatation of the ependymy 
cavities, with a local proliferation of ependymal celj 
Some proliferative activity was always associated with 
these areas, but, while there was glial increase, no collagen 
was found. In other cases grape-like degeneration causeq 
a status spongiosus, especially in the periventriculg 
white matter. Microglial proliferation occurred in th 
brain but no red cells were found. Oligodendroglia) 
proliferation was marked, with some extreme satellitosis, 
The neuroglial increase was most marked in the per. 
ependymal regions and in the medullary grey matter, 
In the rabbit there was marked proliferation of the cells 
of the choroid plexuses, in some cases amounting to 
formation of an ependymoma or adenoma of the choroid, 
There was slight change in the mesoderm and little in 
the blood vessels. 

The aetiology of syringomyelia is discussed; the 
author considers that the theory of causation by a 
neurotropic virus is supported by his work. 

Gwenvron M. Griffiths 


1477. Supravital Analysis of Disorders in the Cerebral 
Vascular Permeability. Il. Two Cases of Multiple 
Sclerosis. [In English] 

T. BrRoMAN. Acta Psychiatrica et Neurologica {Acta 
psychiat., Kbh.] Suppl. 46, 58-71, 1947. 3 figs., 50 refs, 


Supravital analysis of the vascular permeability was 
carried out on the brain in 2 cases of disseminated 
sclerosis by perfusion of the cerebral vessels shortly 
after death with trypan blue and then with normal saline 
and formaldehyde solutions. A disorder in the vascular 
permeability is revealed by passage of the dye and stain 
ing of the tissue around the pathologically altered vessels. 
Serial sections from several sclerotic plaques were histo- 
logically investigated in each case. All were found to 
contain one or more vessels with altered permeability; 
the range of this disturbance corresponded to that of the 
demyelination. The most important theories of fhe 
pathogenesis of disseminated sclerosis are discussed, and 
it is concluded that the altered vascular permeability 
is probably a primary disorder and is the cause of the 
thrombotic processes, which Putnam and others have 
regarded as responsible for the tissue damage. 

A. M. Stewart-Wallace 


1478. Pain Pathways in the Herniated Nucleus Pulposus 
Syndrome: A Preliminary Report 

R. H. ENG.isH and J. B. Spriccs. Méilitary Surgeon 
[Milit. Surg.] 102, 213-216, March, 1948. 5 refs. 


On the basis of the possibility that some of the pain 
fibres in cases of herniated disk follow sympathetic 
pathways, 18 cases, in which findings were compatible 
with the diagnosis of herniation of the nucleus pulposus, 
were utilized in this study. In the first 7 patients with 
herniation of the nucleus pulposus the lumbar sym- 
pathetic ganglia were blocked, and in each it was noted 
that within 5 minutes after the injection the leg on the 
affected side became much warmer and the skin be 
came quite dry. As soon as this effect was noted, the 
patient stated that he was entirely free from pain, and 
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the sciatic nerve could be palpated without any discomfort 
to the patient. Complete relief of the symptoms varied 
from about 2 to 6 hours, with gradual return of symptoms 
over a period of from 4 hours to several days. “In 
each of the cases so treated the straight leg raising test 
became equal and normal bilaterally, and there was a 
full range of motion of the spine.” This study with 
lumbar sympathetic procaine injection tended to show 
that the lumbar sympathetic chain might be functioning 
as a pathway of pain in these cases of herniated disk. 
However, as it was impossible to rule out the possibility 
that some procaine had infiltrated the sciatic nerve roots, 
tetraethylammonium chloride was employed _intra- 
venously in 11 cases in doses of 0-3 g. This drug is 
structurally similar to acetylcholine, with a paralytic 
action upon the sympathetic and parasympathetic 
systems. So far as is known at the present time, it has no 
effect on the somatic nerves. Eight of the patients so 
treated were completely relieved of pain and none of the 
previously abnormal physical signs remained. In 2 
there was a diminution in the amount of back pain and 
in 1 there was no change. The period of relief varied 
widely. One patient had. complete relief for 30 minutes, 
then pain gradually returned. In 2 patients there was 
no return of pain after 28 days. These results suggest 
that in certain cases of herniation of the nucleus pulposus 
afferent fibres following the course of the sciatic nerve, 
and thence through the paravertebral sympathetic 
ganglia, function as pathways of pain. Possibly, too, 
the sympathetic fibres which are closely associated with 
the intervertebral disk carry impulses of pain. These 
fibres could be irritated by stretching of the covering 
of the disk and thus produce backache, but it is difficult 
to visualize their extension along the course of the entire 
sciatic nerve, which is so frequently tender on palpation. 
R. M. Stewart 


1479. Observations on the Cause and Mechanism of 
Symptom-production in Sciatic and Low-back Pain 

M. A. FALCONER, M. McGeorGe, and A. C. BEGG. 
Journal of Neurology, Neurosurgery, and Psychiatry [J. 
Neurol. Neurosurg. Psychiat.] 11, 13-26, Feb., 1948. 2 
figs., 29 refs. 


One hundred surgical cases of low back pain subjected 
to operation and 77 medical cases with a similar clinical 
picture, all examined by myelography, form the basis 
of the observations. It is shown that low back pain 
may be caused by a prolapsed disk alone and that 
stimulation of the prolapsed disk under local analgesia 
reproduces the low back pain. The prolapse could be 
made to fluctuate in size by weight-bearing and by 
hypertension of the spine. It is therefore presumed 
that low back pain is due to involvement of the sinu- 
vertebral nerve which supplies the posterior ligaments 
and related structures, and that the spinal rigidity and 
scoliosis are produced by reflex muscle spasm as a pro- 
tective mechanism. 

Sciatica was shown to occur only when the site of disk 
prolapse is such that the disk impinges upon the fifth 
lumbar or first sacral roots in their extrathecal course; 
the roots then become oedematous and longitudinally 
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shortened. The root is pulled tight against the prolapse, 
longitudinal, compressive, and particularly angulation 
strains being thus caused. This causes a sensation of 
pain, while slight blocking of conductivity through the 
compression results in associated muscular, sensory, and 
reflex changes. The spontaneous remission of symptoms 
often observed in sciatica can result from a resolution 
of the neural changes without associated resolution of 
the disk prolapse. Myelography repeated after spon- 
taneous recovery from symptoms (confirmed by operation 
in one case) usually showed that the disk prolapse had 
persisted apparently unchanged. Straight leg-raising 
was found to be restricted when the root lying over the 
prolapse became taut and spasms of the hamstrings 
resulted; this restriction could be abolished by procaine 
infiltration of the root at operation under local analgesia, 
as also could the sciatic pain and the pain induced by 
applying pressure stimulation to the exposed roots. 
Antecedent trauma was found in only 44 out of 100 cases, 
showing that degeneration due to premature senescent 
changes is the principal factor in the production of the 
prolapse. A. M. Stewart-Wallace 


1480. The Clinical Use of Hexaethyl Tetraphosphate in 
Myasthenia Gravis. Preliminary Report 

M. R. WESTERBERG and J. T. Luros. University 
Hospital Bulletin, Ann Arbor (Univ. Hosp. Bull., Ann 
Arbor] 14, 15-17, Feb., 1948. 


The anticholinesterase substance hexaethyl tetra- 
phosphate (HETP), has been used in the treatment of 
4 patients with myasthenia gravis during a period of 
4 months. Detailed observations on 3 patients are 
reported. The usual dose used was from 8 to 25 mg. 
by intramuscular injection, but 1 patient received 55 mg., 
once. Myasthenic symptoms were rapidly relieved. 
Repeated injections of HETP have a cumulative effect, 
and in 1 case studied thoroughly, the optimum interval 
between 10- or 12-mg. doses was 3 or 4 days. The daily 
requirement of “ prostigmin ”’ (neostigmine) is reduced 
during treatment with HETP, rising again as the effect 
of HEPT passes off. The parasympathomimetic side- 
effects—notably nausea, vomiting, and bradycardia— 
were largely relieved by atropine. Persistent nausea and 
insomnia with nightmares, thought to be of central 
origin, were not relieved by atropine. No dangerous 
reactions to HETP were observed. One clinical dis- 
advantage at present is its instability in aqueous 
solution. Derek R. Wood 


1481. Tetra-ethylpyrophosphate in Myasthenia Gravis 
A. S. V. BurGEN, C. A. KEELE, and D. MCALPINE. 
Lancet [Lancet] 1, 519-521, April 3, 1948. 2 figs., 1 ref. 


Tetra-ethylpyrophosphate (TEPP) is a _ powerful 
anticholinesterase and its action closely resembles those 
of eserine and neostigmine (“ prostigmin’’). When 
given by mouth, TEPP is well absorbed. Its action 
in myasthenia gravis is therefore of great interest. The 
authors, in this preliminary communication, report 
observations on 3 patients with myasthenia gravis to 
whom TEPP had been administered. Apart from 
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clinical observation of results, tests for maximal force of 
contraction of hand and forearm muscles and for the 
duration of sustained contraction were carried out. 
The results are impressive. 

“The drug was a completely effective substitute for 
prostigmin in these patients. In single doses, by in- 
jection, TEPP is from a third to a half as potent as 
prostigmin, but its action lasts about twice as long. 
TEPP is more cumulative than prostigmin, but less so 
than di-isopropylfluorophosphonate (D.F.P.). Owing 
to its cumulative effect, the action of TEPP is much 
more even than that of prostigmin. TEPP is effective 
by mouth; 10 mg. of TEPP by mouth daily is equivalent 
to 100-150 mg. of prostigmin given by mouth. The 
maintenance dose of TEPP has ranged from 8 to 12 mg. 
daily, given in 2 or 3 doses by mouth. The central 
and visceral side-effects of TEPP are similar to those 
of prostigmin. The visceral actions can be prevented 
with atropine.” J. B. Hannah 


1482. Fatal Acute Pancytopenia Following Tridione 
Treatment 

T. J. CaRNICELLI and C. G. Tepescut. New England 
Journal of Medicine [New Engl. J. Med.] 238, 314-317, 
March 4, 1948. 1 fig., 8 refs. 


The authors report a case of epilepsy treated with 
“ tridione ’’ with the addition first of phenobarbitone 
and later of “ dilantin’? (phenytoin sodium). After 
taking 0-3 g. tridione thrice daily for 5 months the 
patient noticed bleeding from the gums and fatigue, and 
treatment was stopped. Examination 16 days later 
revealed a maculo-papular rash on the upper arms and 
* shoulders, and numerous fine petechiae over both feet. 
Blood count showed 2,330,000 erythrocytes and 1,600 
white cells, with 4°%% neutrophils, 90°, lymphocytes, and 
6% monocytes. The platelet count was 5,000, bleeding 
time 71 minutes, and clotting time 4 minutes. The 
patient was febrile, responded to no treatment, and died 
6 days later—that is, 24 days after the onset of bleeding. 
At necropsy the sternal marrow was found to be scanty 
and to contain 400 red cells per c.mm., with 96-8°% blast 
cells, 0-8% promyelocytes, 1-2°4 myelocytes, 1-3°% neutro- 
philic metamyelocytes, and 0-7% polymorphonuclear 
leucocytes. It is suggested that the drug should be used 
in small doses at the beginning of treatment, that fre- 
quent blood examinations should be carried out, and 
that the drug should be reserved for true cases of petit 
mal. N. S. Alcock 


1483. The Treatment of Epilepsy with Methylphenylethyl 
Hydantoin (Mesantoin) 

R. B. Airp. California Medicine (Calif. Med.] 68, 141- 
146, March, 1948. 1 fig., 1T-refs. 


Recent reports have indicated that methylphenylethyl 
hydantoin (‘* mesantoin”’) is relatively free from toxic 
effects and possesses greater anticonvulsant properties 
than phenytoin (“dilantin”). Mesantoin has been 
shown. to raise the convulsive threshold of normal rats 
to electric shock by 27%, whereas with phenytoin only a 
2% change was obtained. In the present study 75 


NEUROLOGY ‘ 


patients with convulsive states were selected for treat. 
ment with mesantoin because of their failure to respond 
to other therapeutic measures or because phenytoin had 
caused toxic symptoms. The group consisted of 4g 
patients with convulsive states of undetermined origin 
and 27 patients with symptomatic or secondary cop. 
vulsive disorders, including 18 with Jacksonian convulsive 
states. For most patients, doses of from 0-2 to 0-4¢ 
of mesantoin were employed. Higher doses (up to 
0-6 g. per day) were given in only a few instances. 
Toxic symptoms appeared in 7 patients and the 
hydantoin derivative produced no appreciable benefit in 
an additional 8 patients. Of patients with grand mal 
80% were improved; 78% of patients with Jacksonian 
epilepsy and 79% of those with psychomotor seizures 
were benefited. Sixteen patients with petit mal appeared 
to derive some benefit but the improvement was marked 
in only 7 of these. One fatal case of aplastic anaemia 
occurred in the series. The great value of mesantoin in 
convulsive states other than petit mal and its relatively 
low toxicity suggest that it will prove a valuable substi- 
tute for phenytoin. R. M. Stewart 


1484. Some Clinical Aspects of the Normal Electro- 
encephalogram in Epilepsy 

J. A. Appott and R. S. ScHwas. New England Journal 
of Medicine [New Engl. J. Med.| 238, 457-461, April 1, 
1948. 6 figs., 10 refs. 


Records were taken from 193 epileptic patients, aged 
10 to 75 years. Three- and 6-channel instruments were 
used, with both unipolar and bipolar electrode place- 
ments. Records were taken less than 4 hours after a 
meal. They were classed as “ abnormal’”’ if: (1) the 
dominant frequencies were less than 8 cycles per second 
(c/s); (2) the frequencies and voltages of non-alpha 
type were asymmetrical; (3) there were unequivocal 
waves lower in frequency than 5 c/s and higher in voltage 
than the dominant activity at 8 c/s or more; (4) there 
were more than occasional single waves at an equivalent 
frequency down to 6 c/s; (5) there were paroxysmal 
bursts slower than the activity at 8 c/s or more. During 
overbreathing a few waves down to 5 c/s were accepted 
as normal in the second minute, especially in subjects 
aged 10 to 20 years. Considerably slow activity was 
tolerated in the third minute. On these criteria the 
electroencephalogram of 21°% of the subjects was normal, 
of 10% doubtful, and of 69°%% abnormal. The correlation 
with age is not clear. Comparison of the electro- 
encephalographic findings with ten other aspects of 
epilepsy showed that those patients with normal records 
were less seriously affected than those with abnormal 
ones. In the patients with normal records the onset 
was later, and there were fewer different kinds of attack, 
less frequent attacks, greater response to treatment, more 
remissions without treatment and a greater proportion 
of attacks during sleep; patients with normal records 
showed greater ability to work. More histories of 
infantile convulsions, head injury, or other cerebral 
lesions, as well as positive family histories of epilepsy, 
were found among patients with abnormal records. 
W. Grey Walter 


14 
sel 
P. 
Jo 
R 
se 
su 
hi 
8. 
la 
T 
tl 
a 
b 
fe 
tl 
t 
n 
a 
e 
‘ 
| 
( 


Psychiatry 


1485. Pneumoencephalographic Diagnosis in the Pre- 
senile Dementias 

Pp. CHoporr, A. SIMON, and W. FREEMAN. American 
Journal of Roentgenology and Radium Therapy (Amer. J. 
Roentgenol.| 59, 311-317, March, 1948. 4 figs., 13 refs. 


Ten patients suffering from presenile dementias were 
seen over a number of years in one hospital, and all were 
submitted to pneumo-encephalography. Of these 9 
have since died and a necropsy has been performed on 
8. In all 10 cases a pronounced dilatation of the 
Jateral ventricles was revealed by encephalography. 
This dilatation was usually symmetrical. Air over 
the convexity of the brain was not a constant finding, 
and it was impossible to differentiate radiologically 
between the diseases of Pick and Alzheimer. In the 
former the atrophy is said to be localized and in 
the latter generalized. It seems that the morbid ana- 
tomical differentiation between the two diseases is by no 
means simple and the final distinction must be made on 
clinical grounds. The authors stress the value of en- 
cephalography in the diagnosis of the presenile dementias 
and the usefulness of the procedure cannot be better 
summarized than in their own words: “ Although air 
encephalography was of little value in differentiating 
among the various members of the presenile group, it 
was very successful in separating the degenerative pre- 
senile cases from other conditions, such as the functional 
psychoses and space-taking lesions. The picture of 
uniform or asymmetrical ventricular dilatation without 
displacement was constantly present and was of con- 
siderable value in confirming the clinical impression in 
all cases’. [This is a most important paper, for little 
has been published correlating pneumo-encephalographic 
signs with morbid anatomical appearances.] J. W. Bull 


1486. Cardiovascular System as the Effector Organ in 
Psychosomatic Phenomena 
G. BurcH and T. Ray. Journal of the American Medical 
Association [J. Amer. med. Ass.| 136, 1011-1017, April, 
17, 1948. 5 figs., 33 refs. 


The disturbances which emotional stress may produce 
in the function of the gastro-intestinal and genito- 
urinary tracts and respiratory and cardiovascular systems 
is reviewed. 


The cardiovascular system is particularly susceptible 


to psychic disturbances. The effects may be central or 
peripheral. The central effects include: (1) increased 
cardiac output; (2) disturbances of cardiac mechanism; 
(3) electrocardiographic changes; (4) angina pectoris; 
and (5) even sudden death. These effects are illustrated 
by 2 cases in which emotional disturbances produced the 
pain of angina pectoris together with transitory electro- 
cardiographic changes (depression of the S-T segment 
and inversion of the T wave during the attack). The 
Peripheral effects of psychic disturbances are illustrated 


by 2 cases. A negro showed a typical Raynaud syn- 
drome under emotional strain, and in a medical student 
erotic thoughts raised the systolic blood pressure from a 
normal level to 250 mm. Hg and the diastolic pressure to 
150 mm. Hg. This rise in blood pressure was associated 
with a peripheral vasoconstriction, as shown by 
plethysmographic studies of the index finger. 

The use of the plethysmograph in investigating the 
reactions of the peripheral blood vessels to emotional 
states and in studying types of personality is discussed. 
Tension and lack of relaxation in persons may be identi- 
fied by the plethysmogram. Such methods of investi- 
gating the peripheral circulation are considered to offer 
an objective and quantitative approach to psychiatric 
problems. The need for psychiatric evaluation and the 
use of psychotherapy in the proper management of 
patients with cardiovascular disorders is emphasized. 

F. A. Langley 


1487. Rorschach Intellectual Indicators in Neurotics 
J. WISHNER. American Journal of Orthopsychiatry [Amer. 
J. Orthopsychiat.] 18, 265-279, April, 1948. 32 refs. 


The author defines neurotics as those who, unlike 
psychotics, show no basic break with reality and unlike 
the psychopaths are generally aware of discomfort— 
that is, they recognize that they are ill and seek help. 
In such people it is important to know their intelligence 
level and, since Rorschach tests are valuable as an 
objective test of intelligence, the present study is directed 
towards discovering how far such estimates of intelligence 
may be valuable in neurotic subjects. This was done by 
correlating the psychometric significance of some Ror- 
schach intellectual indicators in neurotics as measured 
by the Wechsler—Bellevue intelligence test. Tests were 
made on 42 patients from the psychiatric out-patient 
clinic of the Michael Reese Hospital in Chicago, com- 
prising 13 cases of anxiety neuroses, 3 of character 
neuroses, 4 of obsessive-compulsive states, 2 of neurotic 
depression, 6 of neurosis with hysterical reactions, and 
14 miscellaneous cases. 

It was found that “R’’, ““ W’’, and “ Z” tests were 
the most significant intelligence indicators in the 
Rorschach test for this group. The “ F plus %”’ score 
did not correlate significantly with any Wechsler— 
Bellevue scores. It would seem that the Rorschach test 
is the more sensitive guide to intellectual changes due 
to neurotic disturbances, while the Wechsler—Bellevue 
test remains an indication of intellectual potential. The 
results of this study suggest that intelligence must be 
viewed as part and parcel of the entire personality 
structure, standing in close relation to, and being inti- 
mately affected by, all the other personality factors, and 
not as an isolated independent variable. It seems that 
psychoneuroses, which cannot be assumed to affect the 
physiological basis of intelligence in the way that organic 
injury or dysfunction does, nevertheless definitely affect 
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the manifestations of intelligence as exhibited in the test 
behaviour of the neurotic. This is in line with the current 
dynamic approach to personality as an integrated 
organization of factors rather than an additive sum of 
specific parts. R. G. Gordon 


1488. The Syndrome of Visual Alexia with Colour 


E. SrenGeL. Journal of Mental Science [J. ment. Sci.) 94, 
46-58, Jan., 1948. 19 refs. 


Two cases are described in which the syndrome of 
visual alexia with colour agnosia existed in unusual 
- purity as the result of local vascular lesions. The first 
case was one of cerebral arteriosclerosis with paranoid 
delusions, irritability, and insomnia. The second case 
was one of depression in a man of 68 without evidence of 
physical disease. In the latter case the depression had 
been completely cured after 4 sessions of electric 
convulsion therapy, and the special symptoms developed 
4 weeks later. This patient died; necropsy was not 
carried out. In both cases the alexia consisted of word 
blindness with partial letter blindness. The types of 
error which the patients made are analysed and certain 
abnormal features in the writing of 1 of the patients are 
shown to be related to his alexia. This patient did not 
write capital letters at the beginning of sentences, and he 
was unable to read punctuation marks and to apply 
them in writing. The significance of these disabilities 
is considered and various theories on colour agnosia 
and the site of the cerebral lesion responsible for the 
syndrome are discussed. P. Mallinson 


1489. The Rorschach Test After Amphetamine Shock in 


_the Diagnosis of Schizophrenia. (Le est de Rorschach — 


aprés choc amphétaminique dans le diagnostic des 
schizophrénies) 

J. Detay, P. Picuotr, I. RousLerr, and B. ROMANET. 
Encéphale [Encéphale 37, 73-98, 1948. 9 refs. 


The authors had previously found that amphetamine 
tends to aggravate temporarily the symptoms of schizo- 
phrenia. They consider that this may be of diagnostic 
interest, especially in atypical and recent cases. A single 
massive dose of amphetamine (30 mg.) was employed to 
produce “‘ amphetamine shock”. This paper gives a 
detailed report on 3 patients who underwent the 
Rorschach test before and a quarter of an hour after the 
injection of amphetamine. The first patient was admitted 
on account of various hypochondriacal complaints, which 
were at first regarded as neurotic. Before amphetamine 
was given the Rorschach test indicated paucity of thought 
and a rigid affectivity. After amphetamine shock the 
number of responses rose and there was a reduction of 
the average reaction time. The test indicated, however, 
a marked rigidity of thinking with regressive patterns. 
The findings were suggestive of the diagnosis of schizo- 
phrenia and this was confirmed by the further course of 
the psychosis. The second patient suffered from per- 
secutory delusions and auditory hallucinations of 6 
months’ duration. The test before amphetamine gave 
inconclusive results. After the injection the test indi- 


cated intellectual disintegration with regression and 
rigidity of thoughts. Affectivity appeared infantile ang 
egocentric. Numerous delusional remarks and ideas of 
reference also pointed to the diagnosis ‘of schizophrenia, 
In the third case the amphetamine shock helped to revea| 
in the test the existence of pronounced sexual delusions 
and schizophrenic obsessions. The authors conclude 
that amphetamine shock is of value in the diagnosis of 
recent and doubtful cases of schizophrenia; the schizo. 
phrenic deterioration of personality as tested by the 
Rorschach method becomes much more evident after 
administration of this drug. J. T. Leyberg 


1490. ‘* Experimental Neurosis ’’ Resulting from Semi- 
starvation in Man ; 

B. C. SCHIELLE and J. BROzEK. Psychosomatic Medicine 
[Psychosom. Med.] 10, 31-50, Jan.—Feb., 1948. 11 figs., 
17 refs. 


Hitherto “ experimental neurosis ’’ has been the term 
given to features of animal behaviour under the influence 
of conflicting conditioned responses. The present study 
describes controlled tests of the behaviour of 30 healthy 
young male volunteers from a corps of conscientious 
objectors who after a three-month period of normal diet 
of 3,492 calories per day were given a diet restricted to 
1,570 calories per day for six months and were then 
rehabilitated for three months by a gradual increase in 
diet. The subjects were of varying personality make-up, 
but the changes in the 32 who completed the experiment 
were constant. On the physical side they suffered from 
weight loss and weakness, and had a low pulse rate and 
reduced basal metabolic rate. Intense pre-occupation 
with food, emotional change tending towards irritability 
and depression, decrease in self-initiated activity, loss of 
sexual drive, and social introversion were present. There 
was an absence of any tendency to develop aggressive, 
antisocial, or character neurosis or any psychotic 
reaction, even in the case of one individua! who was of 
the cyclic type but who seemed actually *:.proved by the 
experiment. One who did not finish the course cut off 
his fingers as a means of avoiding further suffering. His 
case history and that of nine others are set out fully. The 
changes observed, though varying somewhat with the 
make-up of the individuals, were definite enough to 
warrant description as clinical neurosis since other 
economic, social, and biological conditions were con- 
stant. Not all the behaviour changes could be attributed 
to original psychological characteristics, though the 
semi-starvation did intensify the subject’s original 
strengths and weaknesses; the more stable personalities 
developed less marked changes, though it would not have 
been possible to predict with any degree of certainty 
before the start of the experiment which individuals 
would develop abnormal reactions. R. G. Gordon 


1491. Electronarcosis: Its Value and its Dangers 


G. GARMANY and D. F. Earty. Lancet [Lancet] 1, 


444-446, March 20, 1948. 4 refs. 


A report is given on 271 treatments by electronarcosis of 
28 patients, of whom 21 were schizophrenics. (A para- 
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phrenic group of 10 patients was separated from the 
other schizophrenics.) The remaining 7 patients in- 
cluded 2 suffering from chronic mania and 5 from depres- 
sion. Of the 11 schizophrenics 4 were recent cases; 
2 of these 4 patients had a full course of electronarcosis, 
and in the other 2 the treatment was stopped because of 
neuro-circulatory collapse. Of the other 7 patients 
with psychoses of longer duration 1 refused treatment 
early, 1 developed haemoptysis, 2 showed circulatory 
collapse, and 3 had full courses without any benefit. 
Of the 10 paraphrenics 6 had recently developed the 
condition, 1 refused treatment, 2 had full treatment 
without benefit, 2 improved but later relapsed, and in 1 
treatment was abandoned because of severe confusion. 
Three types of complication were encountered: haemo- 
ptysis, without any evidence of pulmonary tuberculosis ; 
confusional states lasting for several days without evi- 
dence of pulmonary tuberculosis; confusional states 
lasting for several days without evidence of cerebral 
arteriosclerosis; and collapse in the form of peripheral 
circulatory failure (7 cases). The authors conclude that 
electronarcosis is not more effective than electroconvulsive 
therapy. Even if electronarcosis were as effective as 
insulin in the treatment of schizophrenia, which is 
doubtful, it is unlikely to replace the latter in view of the 
risks. E. W. Anderson 


1492. Hemoconcentration after Electrically Induced 
Convulsions in Man : 

M. D. ALTSCHULE, J. E. Cram, and K. J. TILLOTSON. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 59, 29-38, Jan., 1948. 4 figs., 21 refs. 


The facts that haemoconcentration occurs after 
exercise and that changes in water balance influence the 
cerebral cortical activity led the authors to observe the 
effects of electrically induced convulsions on haemo- 
concentration. Eleven patients were examined, one 
of whom had received 40 units of curare (“‘ intocostrin ”’) 
intravenously. Plasma protein was estimated from the 
specific gravity of the plasma (Van Slyke copper sulphate 
method). On five occasions the plasma volume was 
measured. The initial haematocrit readings ranged 
from 41 to 55%. In 55 observations an increase-—ranging 
from 2-1 to 9-5°% of cells—was noted immediately after 
the convulsions in 48 instances. The average increase 
for all determinations was 3-9% of the average control 
value. Subsequent changes were in the direction of a 
decrease in haemoconcentration. In 60 observations 
on the plasma-protein content the initial range was 
5:37 to 7-62 g. per 100 ml. In all but 2 of these the 
increase ranged at the end of the convulsions from 0-21 
to 1-46 g. or from 5 to 12-°5% of the control value. 
Later readings showed a decrease in most instances. 
In 4 cases the plasma volume had decreased by an 
average of 560 ml. (range 200 to 1,040 ml.) immediately 
after treatment. Of 4 haematocrit readings on a patient 
who had received curare two showed no change, one an 
increase of 2-5%, and the other an -increase of 7:3%. 
The average increase in plasma protein was only 6:°8% 
in 5 observations and the plasma vo!ume on one occasion 
was unchanged. 


The observations indicate that after electrically in- 
duced convulsions a degree of haemoconcentration 
occurs. This is believed to be due to a sharp transitory 
rise in venous pressure (often to levels higher than 80 cm. 
of water) and to the increased capillary permeability 
secondary to anoxia. Curare diminishes but does not 
abolish these changes. It is suggested that haemo- 
concentration may stimulate increased production of 
antidiuretic hormone by the pituitary, resulting in in- 
crease in the extracellular fluid volume which is known to 
occur. Fergus R. Ferguson 


1493. Prefrontal Lobectomy (Excision of the Anterior 
Areas of the Cerebrum). A New Form of Psychosurgery 
W. T. Peyton, H. H. Noran, and E. W. MILLER. 
American Journal of Psychiatry [Amer. J. Psychiat.) 104, 
513-523, Feb., 1948. 1 fig., 27 refs. 


This paper describes a new form of psychosurgery in 
which the anterior parts of both frontal lobes are excised. 
The advantages claimed are: (1) full visual control 
throughout the operation; (2) the certainty that neither 
a haematoma nor masses of cerebral tissue are left, 
and will subsequently necrose and leave scar tissue; 
(3) accurate measurement of the amount removed, so 
that with experience it may be possible to modify and 
improve the operation in relation to different forms of 
mental illness. Fourteen patients were operated upon, 
3 being sufferers from severe psychoneurosis and 11 from 
various forms of schizophrenia; in 12 patients the 
condition was improved and the results seem to compare 
favourably with those of other methods. 

The somewhat confused literature on the functions of 
the frontal lobes and the results of lobotomy is reviewed 
and discussed. It may well be that the results of removal — 
of frontal lobe tissue for organic nervous disease may 
differ from those of operations performed for mental 
illness. The chief results are a loss of initiative and 
interest, often with an emotional disturbance which may 
range from euphoria to depression. The intelligence 
quotient may appear to be maintained yet the psycho- 
logical reactions of the patient are altered. The best 
results are obtained in patients with the syndrome fear, 
anxiety, aggressive violence, and acute mental suffering. 
These symptoms rather than specific disease entities are 
the indication for operation, but no doubt they will most 
frequently be found in involution psychoses and obsessive- 
compulsive neuroses. Recently it has been suggested 
that psychosurgery is useful in cases of intractable pain 
because it relieves the fear of pain. The technique of 
various operations is discussed and the authors’ own 
technique described. At first a two-stage operation was 
performed, the second side being dealt with a month or 
two after the first, but later they found that both sides 
were more advantageously dealt with at once and that 
even after this more severe operation lethargy and 
inactivity continued for a few days only. The inertia 
then disappeared and the patient’s interest and activity 
improved. There was no more intellectual impairment 
after extirpation of the frontal cortex than after lobotomy, 
and except for a few convulsions no significant neuro- 
logical disturbances were observed. R. G. Gordon 
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Infectious Diseases 


VIRUS DISEASES 


1494. Some Virus Diseases During Pregnancy and Their 
Effect on the Foetus. (Nagra virussjukdomar under 
graviditet och deras verkan pa fostret) 

H. GrONVALL and P. SeLaANperR. Nordisk Medicin 
[Nord. Med.) 37, 409-415, Feb. 27, 1948. 43 refs. 


In 1941 Gregg of Sydney observed congenital cataract 
and other abnormalities of the eyes as well as heart 
disease in 13 children whose mothers had suffered from 
rubella early in pregnancy. Adding 65 similar cases 
observed by his colleagues, Gregg found among the 
total of 78 mothers as many as 68 with a history of 
rubella. 

The present authors have extended the study of this 
phenomenon to various other virus diseases in Sweden 
and to the question whether rubella has the same tera- 
togenous action in Sweden as it seems to have in Australia. 
Their investigation was started in September, 1945, in 
hospitals in Stockholm, Lund, Malmé, Uppsala, Gothen- 
burg, and Kristianstad. The investigation followed two 
lines: (1) an examination of children whose mothers 
had suffered from such diseases as rubella, measles, 
chickenpox, mumps, infective hepatitis, or anterior polio- 
myelitis during pregnancy; (2) a search for records 
of virus diseases during the pregnancies of the mothers 
of children suffering from certain deformities. Scarlatina, 
though not a virus disease, was included in this investiga- 
tion as it has been thought to damage the foetus. 

The findings of this investigation are incorporated in 
5 tables, which deserve study in the original. Table 4, 
on the frequency of certain virus diseases during the 
pregnancies of mothers giving birth to congenitally 
defective infants, shows that among 354 such mothers 
there were 5 who had had rubella, 1 measles, 1 chicken- 
pox, and 5 mumps during pregnancy. There were also 
at least 3 who had suffered from hepatitis, and at least 
2 from poliomyelitis. Thus 5-1% of these mothers had 
suffered from some virus disease during pregnancy. 
According to Table 2, there had been a virus disease in 
only 0:47°%% of the many thousands of mothers who were 
confined in maternity hospitals and who served as 
controls. This suggests that the virus diseases in question 
were about ten times as frequent among the mothers of 
defective infants as among the controls. 

The authors conclude that rubella, mumps, infective 
hepatitis, and anterior poliomyelitis may injure the foetus, 
though rubella in this respect may be much less dangerous 
in Sweden that it seems to be in Australia; in the latter 
country it has been suggested that rubella early in preg- 
nancy is an indication for inducing abortion. More light 
would be thrown on this problem if notification of these 
virus diseases as soon as they occur in pregnancy were 
made compulsory. 

Claude Lillingston 


1495. Natural Incidence of Influenza Antibodies jn 
Children of Different Age Groups 

P. Coen and H. ScHNecK. Journal of Pediatrics {J, 
Pediat.) 32, 154-160, Feb., 1948. 9 refs. 


The authors have tried to ascertain the susceptibility 
of children to influenza by determining the levels in the 
blood of antibodies against influenza viruses at various 
ages in childhood. This was done in 13 newborn infants, 
in 9 infants aged from | to 16 months, and in 36 children 
from 2 to 7 years old. It is admitted that the numbers 
are small, but it is considered that the consistency of the 
results and their agreement with those reported else- 
where are significant. The sera were tested against two 
influenza viruses, the PR8 strain of A, and the Lee strain 
of B; it was found that the antibody titres at all ages 
were higher against the A virus than against B. In the 
case of the newborn infants, the titres were measured in 
the mothers’ sera at the same time; the antibody levels 
were almost the same in mother and baby in every case, 
whether the titre was high or low. This result clearly 
indicated a passive transfer of immunity from the mother, 
and not an active immunity. This absence of an active 
and therefore lasting immunity against influenza in 
infants was shown by the great fall in the antibody levels 
in the next group of 9 infants (aged 1 to 16 months), the 
levels in every case being well below the protective 
minimum. In the third group, the titres remained low 
at the lower ages, but rose substantially after 5 years of 
age. This rise is explained by the development of active 
immunity after infection. 

The authors’ interpretation of these results is that 
infants and young children have no natural immunity 
against influenza (apart from a passive and very fleeting 
immunity at birth), and that they remain highly susceptible 
until immunity is developed as the result of clinical 
infection. They suggest that this susceptibility of young 
children to influenza might be controlled by prophylactic 
inoculation of influenza vaccine. C. McNeil 


1496. Effect of Influenza Virus Vaccination in Infants 
and Children, with Antibody Studies 

P. CoHeNn and H. Scuneck. Journal of Pediatrics (J. 
Pediat.] 32, 161-169, Feb., 1948. 20 refs. 


In this study the authors continue their previous in- 
vestigation of the influenza antibody levels in the blood 
of children (Abstract 1495), and describe the use in 100 
children of a vaccine of influenza viruses A and B 
adsorbed on calcium phosphate. The same technique 
of titration was used (erythrocyte agglutination- 
inhibition), and the sera taken before and after inocula- 
tion were tested at the same time, because of the vari- 
ability from day to day of the titre strengths obtained 
by this method. The inoculations were performed on 
100 children aged from 1 month to 18 years over a period 
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of 6 months (October, 1946 to March, 1947) when an 
influenza epidemic was anticipated. Only 22 children 
received a second injection. Local and general reactions 
to inoculation were slight. The antibody levels were 
determined before inoculation, and after it at times 
varying from 6 days to 4 months. The titre rose signi- 
ficantly in the majority of cases over the whole group, 
the rise being greater in the children over 7 years. The 
following details illustrate this general statement. The 
titre-level of 64 is taken as that of “ probable immunity ” 
against influenza: before vaccination this immunity 
level was not reached in any children under 13 years, 
as regards either the A or the B virus strain; after 
vaccination, and in the case of the A virus (PR8), the 
level of 64 was reached in 5 out of the 18 children under 
7 years, and in 17 out of the 22 over 7 years. In the case 
of the B virus (Lee strain), after inoculation the immunity 
level was reached in 2 out of the 18 under 7, and in 5 out 
of 22 children over 7 years old. An unequal rise in 
antibody levels against the two components of the 
vaccine was shown in some children; the effect of a 
second injection was studied, but in 5 cases there was no 
significant change. The authors are continuing their 
observations on this point, particularly in younger 
children whose natural supply of antibody is small. 

The expected epidemic of influenza did not arrive. 
During the period of study there were 3 cases of influenza 
in the 100 inoculated children, and 19 cases in 200 control 
children. ‘‘ Although the percentage of cases in the 
latter is over threefold that of the inoculated children, we 
feel that the significance of this is far from established 
in view of the absence of the study during a wide-spread 
epidemic involving a larger group of cases. Although 
our vaccinated group had a reduction in the attack rate, 
further studies are needed to prove conclusively the 
clinical efficiency of influenza vaccination in children, 
and no final conclusion regarding the protective effect 
of influenza vaccination in children can be drawn from 
this study.” C. McNeil 


See also Section Microbiology, Abstracts 1322-5. 


1497. Treatment of Chickenpox with ‘“* Antistin ’’. 
(Zur Behandlung der Varicellen mit Antistin) 

L. Gross. * Schweizerische Medizinische Wochenschrift 
= med. Wschr.] 78, 159-162, Feb. 21, 1948. 
figs. 


Observations on 20 relatively severe cases of chicken- 
pox are described. The majority of the children were 
also suffering from active pulmonary tuberculosis. Of 
these, 4 received the usual local treatment, 4 received some 
additional (2(N-phenyl-N-benzylamino- 


methyl)-imidazoline), and 12 received antistin therapy - 


throughout the illness. The action of the antistin can 
be summarized as follows: diminution in the irritation 
results in increased well-being, the weight chart is 
improved, and secondary infections are avoided. The 
clinical picture is changed in the sense that it is more 
stormy but of shorter duration. Change in the character 
of the exanthem results in brief multiple exudative 
reactions with a simultaneous retardation of development 
M—2F 


of lesions, which remain predominantly in the vesicular 
or papular stage and rarely reach the pustular stage. 
As a result of this there was rapid healing of the exanthem 
and a diminution in residual lesions. The course of the 
exanthem was shortened on the average to 2-8 days, 
compared with 6:4 days in the untreated cases. The 
average duration of fever was 2-8 days, as opposed to 
5-5 days normally. The temperature peaks were higher 
in the treated cases. There was no deterioration in the 
tuberculous condition during a 2-months follow-up. 
Antistin was administered on the average for 4 to 5 days 
in doses proportionate to age, } to 1 tablet [? weight] 2 or 
3 times daily. On the whole, tolerance was good. 
Harold Jarvis 


See also Section Microbiology, Abstract 1320. 


1498. Culture of Mumps Virus on Chicken Embryo and 
Some Experiments on the Etiology of Mumps 

—. KeMAL-HUsEYIN. Acta Medica Turcica [Acta med. 
turc.] 1, 36-44, 1947. 7 figs., 9 refs. 


Meningitis was produced in kittens and in rabbits by 
intracerebral injection of mumps virus. Adult cats were 
quite resistant. The virus was grown on the chorio- 
allantoic membrane of the developing chick embryo, and 
after the development of non-specific lesions the ground- 
up membrane was injected subcutaneously into 2 human 
volunteers. In an adult the temperature rose to 39-2° C. 
16 days later, and the left parotid became swollen 3 days 
later. In a girl, aged 13 years, the temperature rose to 
37-8°C. after 14 days’ incubation. Both parotids 
became swollen and one submaxillary gland. The author 
writes from the Department of Infectious Diseases, 
Ankara University. G. M. Findlay 


See also Section Microbiology, Abstracts 1325-6. 


1499. Infective Hepatitis in West Africa 

G. M. Finptay. Monthly Bulletin of the Ministry of 
Health, etc. [Mon. Bull. Min. Hith| 7, 2-11 and 32-39, 
Jan. and: Feb., 1948. 3 figs., 40 refs. 


This study is concerned with both infective and syringe- 
transmitted hepatitis in European and native troops in 
West Africa between 1941 and 1945. In West Africa 
the incidence of infective hepatitis was greatest during the 
rainy season and almost every tribe was affected. The 
African proved generally less susceptible than the 
European, though in the latter 2 out of 413 patients died 
while in the former 80 out of 1,309 patients admitted to 
hospital died. Of 62 deaths in Africans 52 were of men 
who had served for less than 1 year. This reinforces 
other evidence that a fatal outcome is likely in the presence 
of malnutrition. In some outbreaks in civilian villages 
mortality was much higher (10 our of 32 in one recorded 
series). 

Previous experiments carried out by Findlay and 
Willcox had shown that the disease could be transmitted 
by the oral ingestion of faeces. Positive results were 
also obtained with urine, in contrast to the findings 
of others. Subsequent investigation showed that the > 
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donors employed had suffered from schistosomiasis and 
that traces of blood were present in the urine. Further 
experiments with European donors gave negative results. 
Thus, in a community where bilharziasis is rife, the urine 
is a potent source of infection. No experimental trans- 
mission was, however, obtained with nasopharyngeal 
washings. 

Since the venereal disease rate in West Africa is one of 
the highest in the world, and many thousands received 
arsenical injections for both yaws and syphilis, it is 
remarkable that there were in 5 years only 19 recorded 
African cases of syringe-transmitted hepatitis in the 
venereal disease clinics. Five of these were fatal. A 
further 5,000 Africans were treated with intravenous 
tartar emetic and other antimonials in the course of a 
single outbreak of schistosomiasis, without such hepatitis 
being noted. Attempts to transmit the disease by 
ingestion of faeces and urine failed. Among white 
troops only 8 cases were recorded with 2 deaths. Out- 
side the venereal disease clinics there was an outbreak 
of hepatitis of explosive violence involving 689 Europeans 
between December, 1942, and January, 1943, and 
following yellow fever inoculations performed in Britain 
in October and November, 1942. The ratio of officers 
to men affected was | : 6-35, compared with a ratio of 
1 : 1-82 for infective hepatitis. The high incidence of 
the latter condition amongst officers is attributed to 
poorer mess hygiene. The incubation period in the 
outbreak far exceeded the 15 to 40 days in infective 
hepatitis. Two Africans, who were given injections of 
known icterogenic serum, developed hepatitis 85 and 98 
days later. The author suggests that the hepatitis 
viruses should be classified as: (1) Infective hepatitis. 
(2) Haematic hepatitis: (a) human; (4) equine. 

R. R. Willcox 


POLIOMYELITIS 


1500. Electromyographic Studies of Paralyzed and 
Paretic Muscles in Anterior Poliomyelitis 

O. L. Huppeston and J. G. GorsetH. Archives of 
Physical Medicine [Arch. phys. Med.| 29, 92-96, Feb., 
1948. 2 figs., 6 refs. 


This investigation of 20 confirmed cases of anterior 
poliomyelitis was undertaken because it was felt that the 
presence or absence of denervation fibrillation and 
complex motor-unit voltages might have prognostic 
significance in anterior poliomyelitis as well as in peri- 
pheral nerve injuries. Electromyographic examinations 
and clinical evaluations of muscle power were made at 
regular intervals from the twenty-first to the three hundred 
and sixtieth day after onset. The type of electromyo- 
graph described by Jasper and Johnston was used. 
Three types of electrical activity were found in the 
repeated examinations of a total of 330 paralysed and 
paretic muscles, of which 95% were in the lower limb. 
These were: (1) Normal motor-unit voltages elicited 
from normal and paretic muscles, diphasic in character 
and sometimes recorded or observed as simple waves, 
ranging in magnitude from about 500 to 2,000 mV, and 
readily obtained from most areas in which muscles were 


assessed as “ fair’? or better. (2) Complex motor-ynit 
voltages ranging from about 20 to 1,200 mV recorded 
in some areas graded as “* trace’ or better. (3) Fibrillg. 
tion voltages between 10 and 100 mV with frequencies 
varying from about 2 to 30 per second. Denervation 
fibrillation was present in most areas of completely 
paralysed muscles and in fewer areas (43%) of the * good” 
muscles. There were motor-unit voltages in only a few 
areas (19%) of the completely paralysed muscles and in 
all areas of the “ good *’ muscles. The electrical activity 
of the muscles affected by poliomyelitis in 9 patients was 
studied over a period of 9 to 12 months. Examinations 
between the twenty-first and fortieth days after onset 
revealed the presence of widespread denervation fibrilla- 
tion throughout the entire length of the muscles. An 
examination 270 days after the onset revealed a similar 
condition. At the initial examination 54-2% of these 
fibrillating muscles showed motor-unit activity. In the 
group of muscles with widespread fibrillation and motor- 
unit activity power was significantly increased only in 
38-4%, as shown by examination 270 to 360 days after 
the onset; the rest either remained the same or their 
power decreased significantly. In general, therefore, 
it may be said that there was an inverse relation between 
the percentage of muscles with fibrillation and the 
magnitude of muscle power. A similar inverse relation 
was found between the fibrillation and muscle power 
when the former was expressed as the proportion of 
fibrillating areas for the different muscle grades. 
M. B. Ray 


1501. Physiology of Respiration as Applied to the 
Treatment of Bulbar Poliomyelitis 

W.G. Kusicek, G. W. Hott, and F. J. KOTTKE. Archives 
of Physical Medicine {Arch. phys. Med. 29, 84-88, Feb., 
1948. 2 figs., 10 refs. 


There are three basic problems in bulbar poliomyelitis: 
(1) inadequate pulmonary ventilation, which may be 
due to muscle or nerve paralysis or to obstruction of the 
upper airway; (2) abnormal lung conditions; (3) barriers 


to diffusion between capillaries and nerve cells. During 
the acute phase of the disease every effort should be made 
to maintain normal function of involved nerve cells, 
since hypoxia quickly destroys neurones. The difference 
in partial pressure of oxygen between the plasma and the 
cell is one of the factors which determines the rate at 
which oxygen flows from plasma to cell. At a haemo- 
globin saturation of 80° the partial pressure of oxygen 
is reduced to only 45 mm. Hg. Above these levels 
cyanosis is seldom detected; this explains why most 
patients with bulbar poliomyelitis who develop cyanosis 
die. 

During the 1946 Minnesota poliomyelitis epidemic 
the routine treatment at the University of Minnesota 
Hospitals included prophylactic tracheotomy, followed 
immediately by oxygen therapy. The operation was 
performed to obviate the risk of hypoxia due to obstruc- 
tion of the upper airway. There is evidence that long- 
continued inhalation of 100% oxygen may damage the 
lungs; it is therefore recommended that 50% oxygen 
with 50% helium or nitrogen be used, except when 
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hypoxia persists in spite of an elevated oxygen intake. 
Artificial respiration is indicated only in cases of venti- 
latory deficiency due to partial or complete paralysis of 
the diaphragm or intercostal muscles or to involve- 
ment of the respiratory centre. Tracheotomy should of 
course be performed if these conditions are combined 
with airway obstruction. 


M. B. Ray 


1502. Curare in the Treatment of Poliomyelitis. (Kurare 
j behandlingen av poliomyelitt) 

N. NorMANN. Nordisk Medicin [Nord. Med.] 37, 
476-479, March 5, 1948. 1 fig., 3 refs. 


Encouraged by Ransohoff’s report on 29 cases of 
poliomyelitis given curare (Abstracts of World Medicine, 
1947, 2, 446), the author tried the drug on a small 
selected group of patients with poliomyelitis in the 
Drammen Hospital, Norway. The cases selected were 
those likely to benefit; the patients were also having the 
routine physiotherapeutic measures used in that hospital. 
Assessment of the results was clinical, as facilities for 
electromyography and electrodynamometry were not 
available. 

The dose recommended by Ransohoff—0-9 unit of 
“intocostrin’’ per kilo body weight thrice daily for 
1 day and then 1-5 units per kilo thrice daily—produced 
noticeable general effects in all the patients (diplopia, 
weakness of muscles of eyelid, jaw, and the body as a 
whole) and given on this weight basis affected adults 
more than children, although individual variations were 
considerable. The author estimates the average main- 
tenance dose at different ages to be 1-3 units per kilo 
under 10, 1-1 units from 10 to 20, and 0-9 unit after that 
age. Ransohoff stated that curare might be valuable if 
respiration is depressed, but in one of the present author’s 
cases the respiratory difficulty became worse. As the 
margin of safety is small, the effect of curare on the central 
nervous system is uncertain, and the individual variations 
in sensitivity are great, the author recommends great 
caution in using the drug. The results of giving the drug 
on 12 occasions in the acute phase when pain and 
tenderness were present were disappointing; improve- 
ment was doubtful or absent in all, and 2 patients com- 
plained that the pains became worse, so that the drug 
had to be stopped. In the later stages of the disease it was 
tried on 6 occasions; in 3 patients in whom contractures 
were beginning, good or very good results were obtained 
within 48 hours, 1 patient needing only 3 injections in all. 
Treatment was normally continued for at least 5 days 
before being declared ineffective. Side effects, other 
than muscle weakness, were noted with doses smaller 
than those recommended by Ransohoff, and in 3 cases 
the drug had to be stopped (2 patients had increasing 
pain and | felt generally ill). 

The author suggests that Ransohoff’s different results 
may be due to a chance high proportion of spontaneous 
improvements, to a different type of poliomyelitis, or to 
the fact that his physiotherapy is much more vigorous 
than that considered suitable in Norway for patients with 
poliomyelitis. A. M. M. Wilson 


See also Section Pharmacology, Abstract 1238. 
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1503. Tonsillectomy and Poliomyelitis 
D. S. CUNNING. Archives of Otolaryngology [Arch. 
Otolaryng., Chicago] 46, 575-583, Nov., 1947. 


It is held that for every patient having clinical signs of 
poliomyelitis 600 people carry the virus, although they 
show no clinical signs whatever. What possible factors 
may account for the lack of resistance or change of 
“ carrier state ’’ to clinical syndrome in the unfortunate 
minority? Many possible “triggers’’ have been 
suggested, among them tonsillectomy. The author does 
not believe that there is any proof of causal connexion 
between tonsillectomy and _ poliomyelitis. He has 
instituted an investigation over the whole of the United 
States, but, unfortunately, his figures are as yet incom- 
plete and the statistical data are not satisfactory. The 
figures available show considerable differences between 
the States and, in one instance, different years; in a 
careful report from Utah for 1943 there was a 7:3% 
incidence after tonsillectomy compared with an average 
of 2-5% in the total figures for 1946. There is some 
evidence that bulbar complications are more often 
associated with tonsillectomy than are spinal attacks 
—4:7% of bulbar cases against 1-9°%% of spinal. [Full 
investigation is important because, as the author points 
Out, epidemics occur in the summer months, the time of 
choice for tonsillectomy, when respiratory complications 
are less likely. It is to be hoped that this valuable work 
will be continued to a satisfactory conclusion.] 

F. W. Watkyn-Thomas 


RICKETTSIAL INFECTIONS 


1504. Studies on Q Fever: Complement-fixing Anti- 
bodies in Meat Packers at Fort Worth, Texas 

E. Strauss and S. E. SULKIN. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.) 67, 139-141, Feb., 1948. 22 refs. 


Since Rickettsia burneti was demonstrated as the cause 
of an outbreak of Q fever and recovered from ticks in 
Texas, the authors have carried out an examination for 
complement-fixing antibodies to R. burneti on samples 
of serum, sent for routine syphilis tests, from employees 
of meat packing plants. The antigen was prepared from 
infected yolk sacs, and consisted of rickettsiae extracted 
with ether to remove fats and repeatedly centrifuged. 
Antigen was diluted to | in 32. . Complement was titrated 
in the presence of antigen, and 2 units were used. The 
haemolytic system consisted of a volume of 2% sheep 
cells and an equal volume containing 2 units of ambo- 
ceptor. Test sera were examined in twofold. dilutions 
rising from 1 in 8. The end-point was the highest 
dilution to show 3+ fixation. Serum, antigen, and 
known positive and negative controls were used. Of 
1,433 specimens, 81 were anti-complementary; 114 (8%) 
showed titres of 1 in 8 or more; 17 (1:2%) had a titre of 
1 in 64 or more, and 2 a titre of 1 in 512. 

There was no clear evidence associating positive 
reactors with any particular form of employment, while 
positive tests for syphilis were obtained in 39 (2:7%) of 
all the samples, and in 4 (3-5%) of the 114 sera containing 
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demonstrable rickettsial antibodies; this would indicate 
no significant relation between the two antibodies. 
Existing evidence suggests that the complement-fixation 
test with yolk-sac antigens of R. burneti is specific for 
' Q fever. A rise in titre has been found in proven cases, 
and no cross-reactions with other rickettsial diseases 
have been found. Control tests on a number of positive 
anti-rickettsial sera showed that non-specific fixation by 
an antigen prepared from uninoculated normal yolk-sacs 
did not occur. The significance of the results is dis- 
cussed. They are believed to indicate the existence of un- 
recognized exposure to R. burneti. G. T. L. Archer 


1505. Studies on Q Fever: Persistence of Complement- 
fixing Antibodies after Naturally Acquired Infection 

S. E. SULKIN and E. Strauss. Proceedings of the Society 
for Experimental Biology and Medicine |Proc. Soc. exp. 
Biol., N.Y.] 67, 142-144, Feb., 1948. 9 refs. 


The authors note that little information is available 
concerning persistence of antibodies after naturally 
acquired Q fever. Serum from the Texas outbreak 
referred to in the previous paper (Abstract 1504) was 
therefore examined by the technique and with the antigen 
therein described. Serum from 17 individuals whose 
disease in 1946 may have been Q fever, and in which there 
was a rise in antibody titre during convalescence (R. 
burneti had also been isolated from the blood of several), 
was examined after 6 months (when highest serum dilu- 
tion tested was | in 32), 17 months, or both, and results 
were compared with those obtained after 5 to 7 weeks. 
The strain of R. burneti used as antigen was the same for 
all tests, but different lots of antigen were employed. It 
was shown that high-titre complement-fixing antibodies 
may persist for 14 years. Hence, as with other serological 
tests, a rise in antibody titre in serum during con- 
valescence, compared with that found in the acute stage, 
is of greater value than a single demonstration of a high 
titre. The persistence of very high titres (such as | in 
1,024 found in 1 case after 17 months) may be due to 
continued contact with rickettsiae. The examination of 
specimens from the locality of the outbreak as an index 
of endemic infection revealed that only two individuals 
had titres as high as 1 in 64 and both of these had had 
the disease during the epidemic. [Caughey and Dudgeon 
(Brit. med. J., 1947, 2, 684) also record the occurrence 
of complement-fixing antibodies to R. burneti at titres 
of.1 in 4 to 1 in 128 almost 2 years after infection in 19 
out of 20 samples of serum from patients with Q fever.] 

G. T. L. Archer 


1506. Neurological Syndromes in Typhus Fever. (Zespoly 
neurologiczne w durze plamistrym) 
E. HERMAN. Polski Tygodnik Lekarski [Polsk. Tyg. lek.] 
3, 235-236, Feb. 23, 1948. 15 refs. 


This paper describes very fully neurological syndromes 
which the author observed during the epidemic of typhus 
fever in occupied Warsaw in 1941-42. A new classifica- 
tion is proposed and new syndromes are described. 
Twenty-two separate neurological entities are presented 
and discussed. J. T. Leyberg 
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BACTERIAL INFECTIONS 


1507. Penicillin and Sulphonamides in Typhoid Feyer, 
Experience of Physicians in Military Hospitals in the 
Middle East 

C. G. PARSONS. 
1948. 4 refs. 


It was observed by Bigger in 1946 that penicillin and 
sulphathiazole acting independently had little influence 
upon the growth of Salmonella typhi, but that a suitable 
combination of the two drugs prevented growth jp 
cultured organisms. He suggested treating typhoid 
fever by administering the drugs in sufficient concentra. 
tion to sterilize the blood in the septicaemic phase. This 
was attempted with success in 6 cases by McSweeney 
later in the year. The latter gave 10,000,000 units of 


Lancet [Lancet] 1, 510-513, April 3, 


‘penicillin and 34 g. of sulphathiazole, and repeated this 


course after 2 days’ rest. The fever rapidly subsided and 
the toxaemia was greatly lessened. During 1946-7 in 
the Middle East this treatment gave disappointing results, 
It soon became apparent that no dramatic specific 
cures were to be expected, but it was thought that the 
combination of drugs might have a useful delayed effect 
on the morbidity and mortality rates. This paper is an 
analysis of reports received by the author in his capacity 
as Consulting Physician to M.E.L.F. 

It was generally agreed that any benefit derived from 
combined penicillin and sulphathiazole therapy was not 
enough to justify the considerably increased discomfort 
to the patient. McSweeney’s method was not strictly 
followed and controls were difficult to arrange. The 
patients were not all at the same stage of the disease when 
the treatment started, and their “ inoculation states” 
were not strictly comparable. The outbreaks, although 
numerous, were not large-scale epidemics, and statistical 
analysis was not feasible. It is also pointed out that 
Evans found variations in penicillin sensitivity among 
66 different strains of S. typhi, and that commercial 
penicillin contains three or four different penicillins, some 
of which are inert. T. E. Graham 


See also Section Hygiene, Abstract 1177. 


1508. Chemctherapy of Leprosy 

G. H. Facet and P. T. Erickson. Journal of the 
American Medical Association [J. Amer. med. Ass.\ 1%, 
451-457, Feb. 14, 1948. 6 figs., 21 refs. 


This important paper was read at the centennial meet- 
ing of the American Medical Association in June, 1947. 
The authors are Medical Director and Senior Surgeon 
respectively of the United States Public Health Service, 
which is responsible for the National Leprosarium at 
Carville, Louisiana. 

Therapeutic trials of the sulphones commenced with 
the use of “ promin”’ in 1941. Oral administration was 
soon abandoned because of toxicity, but given intra 
venously in 5 g. daily doses, gradually attained, the drug 
was well tolerated. In view of a tendency to anaemia 
and leucopenia every third week was made a rest period. 
“* Diasone ’’ therapy was started in July, 1943; this drug 


BACTERIAL 


had the advantage of being less toxic by mouth. After 
a few weeks, doses of 0-3 g. thrice daily were given with 
a fortnight’s rest period every 2 months. “ Promizole”’ 
was first used in March, 1945; the optimal daily oral 
dose was found to be 6 to 8 g. All these drugs are 
quickly eliminated in the urine and no crystalluria 
occurred. They have proved more effective than pre- 
vious remedies and the condition of patients hardly ever 
deteriorates while they are undergoing treatment. 
Improvement is obvious in about 6 months; differences 
noted in comparative tables are attributed more to the 
length of treatment than to the actual drug chosen. 
In each case the diaminodipheny! sulphone parent radical 
appears to be the active principle. The use of these 
drugs was practically confined to lepromatous cases, and 
all symptoms responded. Lepra reactions did occur, 
but with lessened intensity as treatment progressed. 
Nearly all cases remained bacilliferous during the first 
year, but 50% became negative after 4 years. 

The discharge rate from the Leprosarium has been 
more than doubled in recent years [the abstracter has 
had the privilege of observing the heightened morale and 
enthusiastic co-operation of the inmates]. The authors 
insist, however, that 5 to 10 years must elapse before 
one can be sure that relapse will not occur. They are 
convinced of the superiority of these drugs over chaul- 
moogra but state that drugs with a more rapid action 
must be sought. Neither penicillin nor streptomycin has 
proved better than the sulphones in their hands, though 
further tests with the sulphones are recommended. 

Clement Chesterman 


1509. Immunization Against Scarlet Fever with Tannic 
Acid-Precipitated Erythrogenic Toxin 

M. SCHAEFFER and J. A. Toomey. Pediatrics [Pediatrics] 
1, 188-194, Feb., 1948. 11 refs. 


A total of 362 persons (student nurses and inmates of 
orphanages) who gave a positive reaction to the Dick 
test were inoculated intradermally with three doses of a 
tannic acid-precipitated streptococcus erythrogenic toxin. 
This toxin (occasionally precipitated with alum also) was 
given in doses of 750, 3,000, and 10,000 skin-test doses at 
intervals of a week, each in a volume of 0-1 ml. Of 
those inoculated 86-7°% gave a negative reaction to the 
Dick test. Local reactions were observed in almost all, 
and consisted of areas of erythema 2-5 to 15 cm. in 
diameter, with occasionally a central papule or vesicle 
with some surrounding induration. These reactions 
lasted for a few days and subsided within a week, a small 
area of desquamating indurated skin remaining. Only 
in a few cases was there axillary adenopathy with fever 
for one day. The indurated nodules persisted, without 
necrosis, for 2 to 3 weeks. The majority of patients 
showing no erythrogenic reaction to 1 skin-test dose were 
negative also to 24 and 5 skin-test doses for at least 
6 months; a few gave a positive reaction to the Dick 
test within a year. None of those who remained 
negative developed scarlet fever within the observation 
Period (12 to 18 months). The 2 cases of scarlet fever 
in the immunized occurred in persons who had previously 
given a positive reaction to the Dick test. 
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It is emphasized that immunization with toxin protects 
against toxic effects only, and that the relation between 
the toxin and the invasiveness of the streptococcus is not 
understood. Immunization with toxin is recommended 
only for hospital personnel exposed to close contact with 
cases of infection with toxigenic streptococci or with 
carriers of those organisms. C. L. Oakley 


1510. Diphtheritic Polyneuritis in the Far East 
A. D. LeicH. Lancet [Lancet] 1, 277-280, Feb. 21, 
1948. 4 figs., 11 refs. 


A description is given of 183 cases of diphtheritic 
polyneuritis encountered in British troops serving in 
Assam. Although in a considerable proportion jungle 
sores were also present, it is noteworthy that in many © 
patients there was in addition respiratory tract infection, 
as shown in the table below: 


Paralysis of 
Accommo- 
dation 


Palatal 


Site of Infection Palsy 


Sore throat .. 

Sore throat jungle 
sores. 

Sores only 

Nasal di htheria ‘ice 

Nasal diphtheria and 


sores. . 
Infected haemorrhoids 


27 (90%) 


34 (46%) 
15 


18 (60%) 
55 (75 
49 


1 (— 1 (— 


The time intervals until onset of paralysis were not 
always easy to assess but palatal dysfunction was generally 
apparent first (1 to 3 weeks), the accommodation defect 
next (1 to 6 weeks), and the polyneuritis last (1 to 4 
weeks after the appearance of the accommodation 
defect). The incidence of polyneuritis bore a direct 
relation to the weather, which of course was related to 
the incidence of jungle sores. Two-thirds of the cases 
occurred in the 4 months following the monsoon. 
Sensory disturbance (tingling and numbness) appeared 
first in 90% of the patients. Loss or impairment of 
postural or vibration sense was a later finding in severe 
cases. There was no trophic disturbance. On the 
motor side a symmetrical loss of power in the peripheral 
muscles appeared first, often with absent tendon reflexes. 
Only in 5 men was there clinical evidence of carditis and 
none died. The cerebrospinal fluid was examined in 
18 cases; in 14 there was an excess of protein and in 4a 
mild pleocytosis. Recovery was slow but eventually 
complete. No figure can be given for the incidence of 
polyneuritis, since no data are available on the extent 
of diphtheritic infection of jungle sores. 

[This is a useful article, for it draws attention to the 
frequency with which cutaneous diphtheria follows 
respiratory diphtheria. The contrast between the in- 
cidence of palatal palsy in the “ sore throat only ’”’ and 
the “jungle sores only” groups is interesting for it 
would support Walshe’s view of the pathogenesis. The 
low incidence in the combined group is at first surprising, 
but it may well be that by the time such cases were seen 
a mild palatal palsy had disappeared. The similarity of 
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the proportions of cases with disturbances of accommoda- 
tion in the three groups is further evidence of the 
** specific ’? nature of this complication.] 

T. Anderson 


1511. Myocardial Changes in Fatal Diphtheria. A 
Summary of Observations in 221 Cases 

I. Gore. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 215, 257-266, March, 1948. 6 figs., 
24 refs. 


From the Central Laboratory, Army Institute of 
Pathology, the author summarizes observations on the 
condition of the heart in 221 fatal cases of diphtheria. 
There was post-mortem evidence of myocarditis in 143 
out of 205 cases in which necropsy was performed. He 
notes that the incidence of myocarditis rises with the 
length of the period of survival [as was surely to be 
expected], and remarks that diphtheritic neuritis is not 
causally related to the myocarditis. Discussing the 
pathological changes, he states that many of the hearts 
examined were enlarged, this enlargement being due to 
infiltration with inflammatory cells and not to hyper- 
trophy. Microscopically, the characteristic changes 
were found to be due to toxic degeneration followed, if 
the patient lived long enough, by incipient fibrosis. In 
one-third of the patients examined clinical manifestations 
of heart disorder appeared at a time when the patient 
seemed to be on the way to recovery. The author 
[somewhat surprisingly] states that the designation of 
myocarditis as a sequel to the effect of the toxin rather 
than as an unexpected complication may contribute to 
its earlier and more frequent recognition. He warns 
against large intravenous transfusions to combat the 
shock-like symptoms, pointing out that such treatment 
only accelerates death. 

[The general impression derived from this paper is 
that diphtheritic myocarditis has been less intensively 
studied in the U.S.A. than in Europe. The paper 
contains nothing that is not common knowledge in 
Britain, and it seems odd that myocarditis should be 
spoken of as an “unexpected” complication of 
diphtheria. Jos. B. Ellison 


See also Section Hygiene, Abstract 1176, and Section 
Microbiology, Abstract 1334. 


1512. Human Brucellosis. Its Specific Treatment with 
a Combination of Streptomycin and Sulfadiazine 

W. W. Spink, W. H. HALL, J. M. SHAFER, and A. I. 
BrauDe. Journal of the American Medical Association 
[J. Amer. med. Ass.] 136, 382-387, Feb. 7, 1948. 3 figs., 
21 refs. 


The authors studied 35 patients with active brucellosis 
who were treated with sulphonamides alone (particularly 
sulphadiazine) (20), streptomycin alone (7) or sulpha- 
diazine with streptomycin (9). [These are the figures 
given in the text but it would seem that one of the 
“ failed’ sulphonamide-treated cases was later given 
streptomycin.] The patients chosen had in some cases 
been ill for several months, but in each Brucella was 


isolated at least once (Br. abortus in 33 and Br. melitensis 
in 2). 

Although the dose of the sulphonamide varied the aim 
was to administer 6 g. a day for 3 weeks. Six of the 
patients appeared to recover completely; 7 still had 
positive cultures after cessation of treatments The 
streptomycin was given in divided doses totalling 2 to 
5 g. daily for 4 to 31 days. In 3 cases the drug had to 
be discontinued because of severe toxic reactions. Ip 
no case did complete fecovery follow administration of 
streptomycin. In one case, which subsequently proved 
fatal, it was found that the brucella isolated after 118 g, 
of streptomycin had been given was 50,000 times more 
resistant to streptomycin. 

In the combined treatment with sulphadiazine and 
streptomycin the total dosage of both substances varied 
from case to case—of streptomycin, 2 to 4 g. daily for 
7 to 25 days; of sulphadiazine, 4 g. initially followed by 
1 g. 4-hourly for 3 weeks. With this regime the results 
were encouraging, for 6 of the patients seemed to recover 
completely. 

The authors consider that this is the most promising 
treatment to date, although the optimum dosage still 
needs to be determined. It is emphasized that these 
results were obtained in active brucellosis and may not 
be achieved in the chronic form from which Brucella 
cannot be isolated. In the introduction to the article 
the authors describe their “* screening test” for thera- 
peutic substances, using 7-day chick embryos which are 
infected through the yolk sac. The therapeutic agent 
to be tested is injected in the same way. 

T. Anderson 


1513. The Sensitivity of Meningococci to Sulfadiazine 


E. B. SCHOENBACK and J. J. PHAiR. American Journal of 
Hygiene {Amer. J. Hyg.] 47, 177-186, March, 1948. 
38 refs. 


The authors studied the effect of sulphadiazine on the 
sensitivity of 430 meningococcal strains which had been 
isolated during the epidemic of meningococcal meningitis 
and meningococcaemia in the American Army between 
1941 and 1943. Of these strains 98-1°% were inhibited 
in vitro by 0-5 mg. per 100 ml. of sulphadiazine. In 
clinical infections the meningococcus has been found 
to be very susceptible to the action of this drug, but there 
was a distinct increase in the number of resistant strains 
during the epidemic. The question arises whether the 
drug-resistant strains make the prognosis worse. The 
authors warn against the indiscriminate administration 
of sulphadiazine which may lead to development of 
drug-resistant strains. Franz Heimann 


1514. Streptomycin in the Treatment of Tularemia 

R. C. BENSON and A. B. HARWELL. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 215, 243-249, 
March, 1948. 30 refs. 


The authors summarize the clinical data in 56 cases of 
tularemia treated by streptomycin; 15 were examples of 
pleuro-pulmonary tularemia, in 10 of which the primary 
site of infection appeared to be the lung or pleura. The 
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authors point out that to be beneficial streptomycin must 
be administered before the twelfth day of illness, other- 
wise it will not prevent the breaking down of infected 
lymph nodes. Streptomycin therapy was highly effica- 
cious in modifying the course of the disease in every case, 
being most effective in the severest cases. Duration of 
treatment varied from 4 to 18 days, averaging 9-1 days. 
The total dosage was from 1-9 to 20 g., averaging 8-1 g. 
Only 3 patients manifested any intolerance, but in none 
was it necessary to discontinue treatment. 
Jos. B. Ellison 


TUBERCULOSIS 


1515. Studies of a Carbohydrate-lipoid Complex from 
the Human Strain Tubercle Bacillus H37 

G. V. Kropp and C. FLoyp. Yale Journal of Biology 
and Medicine [ Yale J. Biol. Med.) 20, 27-40, Oct., 1947. 
4 figs., 17 refs. 


A carbohydrate-lipoid complex was extracted from the 
H37 strain of Mycobacterium tuberculosis, human type. 
The original paper should be consulted for details of the 
extraction, which produced the complex eventually in 
the form of a powder, from which aliquots were taken 
to make up the desired aqueous concentration. The 
product, when ready for animal testing, was free from 
protein-nitrogen. Tuberculous guinea-pigs succumbed 
within 48 hours to 5 mg. injected intraperitoneally. 
Non-tuberculous animals tolerated the same amount, 
but died at the end of 72 hours if 20 mg. was given by 
the same route. Normal rabbits tolerated 3 mg. 
intravenously. 

Animal experiments were carried out to determine 
whether the fraction had any prophylactic effect [nature 
of animal not stated]. Twelve animals were given a 
total of 14 mg. of the fraction over a period stated 
variously as 3 and 8 weeks. Five days after the end of 
the immunization period the 12 animals, and also 12 
untreated controls, were given 0-01 mg. virulent H37 
tubercle bacilli, by injection into the groin. All the 
control animals died of tuberculosis, most of them 
showing generalized tuberculosis at necropsy after 40 
to 198 days. The remaining animal was killed on the 
two hundred and ninety-seventh day; necropsy revealed 
involvement of inguinal and tracheo-bronchial lymph 
nodes only. Of the treated animals 3 died of generalized 
tuberculosis after 32 to 185 days. The remainder were 
killed after 297 days; 5 had only local lesions, and 4 
infection of liver and spleen in addition. Another 
experiment with a larger number of animals was cut short 
by an epidemic in the animal colony of ‘“ epidemic 
pneumonia type 19°’, which necessitated the killing of 
all the animals at the end of the third month. The 
results achieved, however, appeared to parallel those in 
the first experiment. 

An account is given of clinical trials of this substance, 
the patients receiving subcutaneous injections at bi- 
weekly intervals for 6 months, and then weekly injections 
for another 6 months or longer, if the condition was not 
stable or if closure of a cavity was incomplete. 

Results are not assessed in detail, but it appears that 
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51 cases of pulmonary tuberculosis were treated. ‘“* All 
the patients selected fall into one group; that is, un- 
favourable or even hopeless.”’ Clinically the cases could 
be subdivided into 4 groups. Group 1 included 14 
young adults with an unstable condition. After 
sanatorium treatment “* the pulmonary process had been 
temporarily arrested, only to show renewed activity 
under normal living conditions’’. In 10 cases disease 
was well arrested, serial x-ray films showing well-marked 
fibrosis. The remaining 4 cases did not respond. 
Group 2 contained 10 cases in which the disease had 
spread during treatment by pneumothorax or after 
thoracoplasty or pneumonectomy. There was some 
improvement in all. In group 3, there were 13 cases of 
bilateral or advanced fibro-cavernous disease. “.. . 
cavity closure has occurred in 5; in 5 more there is every 
indication that this will shortly occur; the other 3 died 
of haemorrhage”’. Group 4 consisted of 14 cases of 
fibroid tuberculosis, with extensive long-standing disease 
in one lung or both lungs. Clinical symptoms 


diminished; there were no striking changes in serial 
T. D. M. Martin 


x-ray films. 


1516. The Relationships of Peripheral Venous Pressures 
to Pulmonary Tuberculosis 
A. PALEY and M. M. ALEXANDER. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 215, 189-194, 
Feb., 1948. 1 fig., 17 refs. 


Venous pressures were studied in 55 patients with 
pulmonary tuberculosis, a direct method of measurement 
with a large-bore needle and manometer being used. 
It was found, in agreement with previous workers, that 
deviations from the normal were inconstant, often 
transient, and usually restricted to the more affected side 
or the side where collapse therapy had been carried out. 
Measurement of the venous pressure in 4 cases with 
extrapleural pneumothorax suggested that variations in 
negative extrapleural pressure caused little, if any, 
change in venous pressure, but that venous pressure did 
tend to increase slightly with increasing positive extra- 
pleural pressure; in only 1 case were more than two 
measurements made. 

From experience of venous pressure measurements in 
30 patients with pulmonary tuberculosis and dyspnoea, 
the authors consider that ‘* venous pressure determina- 
tions offer invaluable information as to presence or 
absence of early heart failure as a component in the 
clinical picture, and this information is not readily 
available in any other way”. [The correlation between 
direct measurement of venous pressure and simple 
inspection of the neck veins is not discussed.] The 
authors were also impressed with the value of the 
Pasteur-Rondot hepato-jugular reflux” test, which 
involves measurement of venous pressure before and 
during firm manual compression of the right upper 
quadrant of the abdomen. It is stated that a rise in 
venous pressure during this manoeuvre is “* pathognomic 
of right heart insufficiency, even when the initial venous 
pressure is within normal limits”. [No evidence for 
this statement is given, but the reader is referred to a 
paper by Hitzig (J. Mt Sinai Hosp., 1945, 12, 309).] 
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The authors consider that a positive Pasteur-Rondot 
phenomenon is a bad prognostic sign, and that “ use of 
this test in addition to the usual venous pressure 
determination offers a reliable and quite sensitive index 
of the functional reserve of the right heart ”’. 

[The clinical details of the cases studied are very scanty, 
and in the opinion of the abstractor are quite inadequate 
to enable the reader to assess the validity of the opinions 
expressed. ] A. R. Kelsall 


1517. Tuberculous Tracheobronchitis. A Study of 500 
Consecutive Cases 

A. R. Jupp. Journal of Thoracic Surgery [J. thorac. 
Surg.) 16, 512-523, Oct., 1947. 2 figs., 19 refs. 


An attempt is made to classify the lesions seen through 
the bronchoscope. The classification is somewhat cum- 
bersome and the grading of the various types is not 
explained. Unfortunately, the effect of streptomycin on 
tracheo-bronchial lesions has not been discussed, and the 
findings in this article may be completely invalidated 
when results with this drug in this type of lesion are 
published. The plea for more frequent use of the 
bronchoscope in cases. of pulmonary tuberculosis is 
timely, and bronchoscopy has its place as a preliminary 
to major collapse therapy in pulmonary tuberculosis 

F. P. Lee Lander 


1518. Examination for Tubercle Bacilli by Gastric 
Lavage and by Laryngeal Swab: A Comparative Study 
A. G. Hounstow and G. User. Tubercle [Tubercle] 
29, 25-30, Feb., 1948. 20 refs. 


This study is based upon 193 patients at various stages 
of treatment for pulmonary tuberculosis, all of whom 
were sputum-free or produced scanty mucoid expectora- 
tion negative for tubercle bacilli by smear and culture 
examination. The object was to compare the efficacy 
of gastric lavage (G.L.) culture and laryngeal swab (L.S.) 
culture for the tubercle bacillus; 193 lavages were per- 
formed and 329 swabs were taken. All tests were 
completed within a week and generally on consecutive 
days. The authors’ technique is fully described. [For 
this the reader is referred to the original paper.] The 
results suggest that when a single tube is inoculated a 
single G.L. is more likely to give a positive result than a 
single L.S., but three swabs give much more precise 
results than does a single G.L.; if, however, three tubes 
are inoculated a single G.L. is superior to three swabs. 
The actual figures for the single tube inoculation are: 


G.L. an 
3 LS. 


1 
10 
5 
42 


58 


The authors admit that the total numbers are relatively 
small and that it would have been desirable to extend the 


investigation, but staff difficulties proved an obstacle, 
From their considerable experience of the L.S. method 
(now in the region of 5,000 tests annually) they advocate 
it for several reasons: (1) three consecutive swabs yield 
at least as sensitive a test as a single G.L.; (2) it is less 
irksome to, and therefore better tolerated by, the patient; 
(3) it places less tax upon an overburdened nursing staff: 
and (4) it involves a less complicated laboratory 
procedure. N. Lloyd Rusby 


See also Section Microbiology, Abstract 1332. 


1519. Further Investigations into the Relation between 
Erythema Nodosum and Tuberculosis. (Fortsatte under- 
sokelser over knuterosens forhold til tuberkulose) 

H. J. Ustrvept. Nordisk Medicin (Nord. Med.] 31, 
201-206, Jan. 30, 1948. 13 refs. 


Until recently in Scandinavia it was held that primary 
tuberculous infection was the dominant factor in 90 to 
95% of cases of erythema nodosum, but Skidéld (Acta 
med. scand., 1945, suppl. 157) and Lofgren (ibid., 1946, 
suppl. 174) concluded that tuberculosis could only be 
implicated in about 60%. The author reviews 200 cases 
treated at Ulleval Hospital between 1937 and 1947 and 
reaches a similar conclusion. The investigations upon 
which a diagnosis of primary tuberculous infection was 
made were von Pirquet and Mantoux skin tests, examina- 
tions of gastric washings for bacilli, and radiographs of 
the chest; other investigations were carried out as 
indicated, including measurement of antistreptolysin 
titres after 1946, if a streptococcal aetiology was 
considered. 

The author considers that primary tuberculous infec- 
tion was proven in 29%, highly probable in 26%, and 
probable in 9%; a further 2% had tuberculosis at other 
stages, bringing the total of cases associated with tuber- 
culosis to 66%. On the other hand, primary tuberculosis 
infection could almost certainly be excluded in 23% and 
was unlikely, though possible, in a further 11%. The 
aetiological factors considered to be decisive in a number 
of cases were: streptococcal infections (12), pneumonia 
(7), an illness resembling rheumatic fever (5), and hilar 
adenitis with negative skin tests (5). It is noted that in 
all, 22 cases gave negative results with both skin tests; 
of the 166 specimens of stomach washings examined for 
bacilli only 57 were positive, and, though the chest radio- 
graphs of 110 patients showed active disease, the radio- 
graphs in 13 of the 57 in whom tubercle bacilli were found 
were negative. A. M. M. Wilson 


1520. The Treatment of Experimental Tuberculosis at 
Low Oxygen Tension. (De behandeling van experi- 
menteele tuberculose met lage zuurstofspanning) 

S. G. Onc, L. E. DEN DooreN DE Jona, and H. E. 
SCHORNAGEL. Proceedings Koninklijke Nederlandsche 
Akademie van Wetenschappen [Proc. K. Akad. Wet., 


| Amst.) 51, 106-120, 1948. 6 figs., 22 refs. 


Mycobacterium tuberculosis is an obligatory aerobe. 
Its growth and respiration are reduced if the oxygen 
tension is lowered. In this series of experiments bovine 
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tubercle bacilli grown on Léwenstein’s medium were 
injected into white mice. The mice were placed in 
airtight glass containers and kept there in a mixture of 
air and nitrogen, the oxygen content varying in 4 series 
of experiments from 13-4 to 8-5 volumes per cent. 
During feeding and weighing the mice were exposed to 
ordinary atmospheric conditions twice daily for a total 
of about 5 minutes. Control animals were kept under 
similar conditions in air. Experimental results were 
judged by length of time of survival, weight, histological 
findings, and bacterial contents of viscera. 

With oxygen concentrations of 9 volumes per cent or 
less and with intravenous injection of 0-5 mg. of tubercle 
bacilli, there was a significant difference in the survival 
rates and in the weights. The treated mice lost weight 
before the injection of tubercle bacilli, apparently because 
of the lowered oxygen tension under which the mice were 
kept. Histological changes in the lungs, and particu- 
larly in the liver, were significantly less marked in the 
treated animals. As regards bacterial content of the 
lungs there was no difference between treated and 
untreated animals, but the livers of treated mice with a 
greater survival rate were found to contain significantly 
fewer tubercle bacilli. 


From these experiments it is concluded that the treat- 


ment of experimental tuberculosis in mice by lowering 
the oxygen tension diminishes changes in the lungs, and 
in the liver. When the oxygen content of the gas 
mixture is kept below 10 volumes per cent the treated 
animals survive longer and less bacteria are present in 
the liver. It is thought that the important therapeutic 
factor is the oxygen tension in the alveoli. 

These experiments suggest that nursing tuberculous 
patients in rooms with lowered oxygen tension would 
have a therapeutic effect. Experiments now in progress 
show that tuberculous lesions already present in animals 
are favourably influenced when the animals are brought 
into an atmosphere containing less than 10 volumes per 
cent. of oxygen. B. L. Frank 


1521. Chemotherapy of Tuberculosis. III. Jn vitro 
and in vivo Activities of Various Compounds 

C. J. Duca, R..D. Witiiams, and J. V. Scupi. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 67, 159-162, Feb., 
1948. 12 refs. 


This paper records the examination of a heterogeneous 
group of 19 compounds, including p-aminosalicylic 
acid, 2-methoxy-5-aminopyridine 2 HCl, methenamine 
mandelate, and a diphenylsulphone derivative in vitro, 
and the sodium formaldehyde sulphoxylate derivative of 


2-butoxy-5-aminopyridine in vivo. The compounds were 
examined in vitro in the Dubos medium, the organisms 
being two pathogenic strains of Mycobacterium tuber- 
culosis, H37 Rv and Bl. Only the p-aminosalicylic acid 
showed any appreciable activity (a bacteriostatic con- 
centration of 1 mg.%). The 2-butoxy-5-aminopyridine 
sodium formaldehyde sulphoxylate was compared with 
p-aminosalicylic acid in vivo. Mice were inoculated 
intravenously with 0-1 mg. M. tuberculosis B1; it was 
shown that p-aminosalicylic acid exerts a favourable 
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effect compared with the controls, but that the 2-butoxy- 
5-aminopyridine derivative has a deleterious effect (which 
was attributed to toxicity, as the drugs were administered 
as a 2% concentration in the diets). When tuberculin- 
negative guinea-pigs were inoculated subcutaneously 
with M. tuberculosis B1, 0-5 mg. per 500 g. body weight, 
the administration of the 2-butoxy-5-aminopyridine 
derivative either subcutaneously or in the form of a 2% 
diet was ineffective. [These results confirm the work of 
Forrest, D’Arcy Hart, and Walker (Nature, 1947, 160, 
94).] Malcolm Woodbine 


1522. Local Treatment of Tuberculous Lesions with 
Sulphones. (Le traitement local des lésions tuberculeuses 
par les sulfones) 

N. Rust. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 78, 224-229, March 13, 1948. 
6 figs., 48 refs. 


Promine’’, “‘ diasone’’, and allied substances owe 
their therapeutic effect in tuberculosis to liberation in the 


body of the “ parent sulphone (4,4’-diaminodiphenyl- 


sulphone). In man adequate blood levels of this sul- 
phone cannot be maintained owing to its high toxicity. 
In local tuberculous conditions, in which effective local 
concentrations can be achieved without giving rise to 
toxic blood levels, it would seem logical to use sulphone 
in preference to its less toxic but less effective derivatives. 
For practical purposes it can be taken that a quarter of 
the dose is absorbed from cutaneous ulcerations, a half 
from fistulae and draining empyemas, and the whole 
from the larynx and the closed pleural cavity. The total 
amount absorbed should not exceed 120 mg. per day 
in the adult. The safe local dosage can be calculated 
on this basis. 

Some results of treatment with the “* parent sulphone ” 
are recorded. It is stressed that success depends on close 
attention to the accepted surgical principles of treatment. 
Powdered sulphone was applied twice a day to the 
cutaneous lesions. For fistulae a suspension in normal 


_ saline of 30 to 60 mg. per ml. was used. Buccal ulcers 


were covered with 15 to 25 mg. of the powder 4 to 6 times 
aday. Mouthwashes of a saturated solution or pastilles 
containing 5 mg. were also employed. In laryngitis an 
aqueous suspension of 60 mg. per ml. with 1 in 10,000 
gelatin was applied. Into closed empyemas 200 to 
300 mg. in 40 ml. of saline was injected three times 
weekly. In draining empyemas the drainage was inter- 
rupted each day for periods of 4 to 6 hours, during which 
100 mg. of sulphone in 5 to 50 ml. of water was left in 
the cavity. 


Three cases of bone tuberculosis with cutaneous sinuses in 
which it was possible to reach the underlying lesion responded 
extremely well. In 2 patients in whom this was impossible 
the results were disappointing. An ulcer of the tongue 
healed in 8 weeks. Five cases of anal fistula were con- 
siderably improved, and one healed completely. Four cold 
abscesses healed in 6 to 8 weeks. Four cases of laryngitis 
were treated. Although there was rapid subjective improve- 
ment complete healing did not occur. In one case strepto- 
mycin had a much more rapid and complete effect than did 
the sulphone. A tuberculous empyema with a_broncho- 
pleural fistula was treated by twice-weekly injections, with 
sterilization of the fluid and final obliteration of the pleural 
cavity. A second case responded less satisfactorily. 
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In all instances little improvement was noted during 
the first 2 to 4 weeks of treatment and healing was not 
complete until after 2 to 4 months. In general it is 
concluded that if the lesion is adequately drained and is 
completely accessible to the drug, and if a sufficiently 
high local concentration can be maintained without the 
absorption of toxic amounts, local treatment with sul- 
phone will usually lead to healing in from 3 to 16 weeks. 
It is suggested that the local or general use of the “* parent 
sulphone” or one of its derivatives in conjunction with 
streptomycin may improve the results obtained with the 
antibiotic alone. J. R. Bignall 


1523. Streptomycin in the Treatment of Miliary Tuber- 
culosis and Tuberculous Meningitis. (La streptomicina 
nella terapie della tubercolosi miliare e della meningite 
tubercolare dell’infanzia) 

G. Taccone. Pediatria [Pediatria] 56, 1-14, 1948. 
23 refs. 


The author reviews 24 cases of miliary tuberculosis 
and tuberculous meningitis treated with streptomycin. 


Six of the cases with miliary spread had no meningitis; 


3 of these patients recovered. The 3 others improved, 
but radiographs did not reveal healing. Seven patients 
also had meningeal involvement, and only 1 showed 
complete clearing of the chest, though in this case there 
were 3 exacerbations of the meningitis. In 2 cases 
the meningitis appeared during treatment. In all cases 
there was some improvement radiologically before death. 
[It is impossible to give exact figures, since there is some 
overlapping. ] 

The author points out that the course of the meningitis 
is not consistent with a single aetiological factor through- 
out. If there is improvement and then remission there 
may be a return of old clinical features, or new ones may 
arise, suddenly in some cases. He suggests that the later 
form of meningitis may either represent an allergic 
response due to liberation of metabolites by the action of 
drugs on the tubercles, or be due to the drug alone. He 


points out that there are certain differences in the patho-. 


logy of those cases in which life is prolonged. Cerebral 
oedema and hydrocephalus are prominent. There is a 
profuse exudate. The tubercles are often extremely 
small and are found in unusual sites. The dura mater is 
often invaded. A hypochromic anaemia is seen, with a 
varying degree of eosinophilia. There is granulocytic 
hyperplasia in the marrow. The erythrocyte sedimenta- 
tion rate is not raised. The author believes that further 
pathological research is required to discover the exact 
cause of the meningeal relapses. J. G. Jamieson 


1524. Effect of Streptomycin on Early Tuberculous 
Pulmonary Lesions. A Preliminary Report 
D. E. Jenkins, W. M. Peck, J. J. R. Rep, and H. S. 
WILLIS. American Review of Tuberculosis [Amer. Rev. 
Tuberc.| 56, 387-395, Nov., 1947. 7 figs. 


The authors report the results of streptomycin treat- 
ment in 23 patients with pulmonary tuberculosis, and 
compare the results with those in 22 patients treated 
solely by rest in bed. The 23 patients had 2 g. strepto- 
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mycin a day for 90 days, and a strict programme of reg 
in bed. The majority of patients in the study had far 
advanced, or moderately-advanced, disease. The onset 
of radiological regression was observed within an average 
of 22 days in the streptomycin-treated series, compared 
with an average of 44 days in the parallel series, |p 
those patients with disease of very recent onset, radio. 
logical regression was observed earlier under strepto. 
mycin treatment. In the streptomycin series the non- 
confluent type of lesion was seen to regress much more 
rapidly than did the confluent lesion, a difference which 
was not observed in the parallel series. 

[This is the first published account of a controlled 
trial of streptomycin in pulmonary tuberculosis. The 
authors, however, prefer to designate the group of 22 
patients not receiving streptomycin as a “ parallel” 
series rather than as a control series, and it is not stated 
how the patients were selected for either series. The 
results given for the streptomycin series are more 
remarkable than any the abstracter has seen elsewhere. 
** Of the 18 patients who were positive on concentration 
of sputum or gastric contents at the start of streptomycin 
therapy, 17 converted in an average of 38-4 days.” 
Even more remarkable, however, is the frequency and 
rapidity of spontaneous regression in the parallel series; 
in this group containing 5 patients with far-advanced 
lesions, 16 with moderately-advanced lesions, and | 
with minimal lesions, regression was observed in 21 of 
the 22 patients, in an average of 44 days after rest in bed 
only, and in 9 of the 22 a positive sputum became negative 
in an average period of 51 days. Such results could not 
be matched in Britain. Much more information would 
be needed to assess the value of the results given.] 

M. Daniels 


See also Section Hygiene, Abstract 1175, and Section 
Paediatrics, Abstract 1348. 
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1525. The Sex of the Host as a Factor in Plasmodium 
gallinaceum Infections in Young Chicks 

B. E. BENNISON and G. R. CoatNey. Science [Science] 
207, 147-148, Feb. 6, 1948. 1 fig., 6 refs. 


Male and female chicks, 6 to 8 days old, were each 
inoculated with 16,000,000 erythrocytes parasitized with 
Plasmodium gallinaceum; their blood was examined on 
the fourth day and the percentage of parasitized erythro- 
cytes was calculated. The average percentage was 
62-3 in 222 females and 53-8 in 227 males. Sex hormones 
of proved activity were given to see whether this sex 
difference would be increased; testosterone propionate 
in corn oil was injected intramuscularly into 30 infected 
male chicks and «-oestradiol in corn oil into 30 infected 
female chicks; 30 chicks, used as controls, received 
corn oil only. The dose of each drug was 0-1 mg. daily 
for 6 days beginning on the day before inoculation. 
No significant increase in the sex difference was observed. 
Erythrocytic forms of the parasite appeared on the whole 
earlier in female than in male chicks; at 6 to 10 days 
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they were seen in the endothelium in 65-6% of the 
females and in 43-3% of the males; on the eleventh day 
the corresponding figures were 90-2 and 69-1%; and on 
the twelfth day, 92-5 and 91-2%. 

The suppressive effect of quinine differed between 
the sexes; 418 chicks infected by inoculation of blood 
parasites received quinine hydrochloride, 0-02 mg. per 
gramme body weight daily for 4 days from the day of 
infective inoculation. On the fourth day the average 
proportion of infected erythrocytes was 7-28% in 212 
female chicks and 4-6% in 206 males, while 15 of the 
females (7-:1%) and 5 of the males (2-4%) showed 30% 
or more of erythrocytes infected. 

In these experiments, therefore, female chicks showed 
higher parasite counts and earlier endothelial infection, 
and were less effectively protected by quinine. 

J. F. Corson 


1526. On the Homogeneity or Heterogeneity of Plas- 
modium vivax Infections Acquired in Highly Endemic 
Regions 

M. F. Boyp and S. F. KitcHEN. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 28, 29-34, Jan., 
1948. 


American soldiers serving in the south and south-west 
Pacific areas were much exposed to malaria and many 
were probably inoculated by mosquitoes with different 
strains of the parasites at different times and places 
during their stay. They took suppressive doses of 
quinacrine hydrochloride [atabrine, mepacrine] which 
would cause some infections to remain latent or sup- 


pressed until the soldiers returned to America and 
ceased to take the drug: after the men returned recurrent 
attacks of malaria occurred, numbering in many cases 
15 or more. This condition differs from the malaria 
induced for therapeutic purposes by anopheline mos- 
quitoes infected with the McCoy strain of Plasmodium 
vivax and several other P. vivax strains used by the 
authors, as in the latter infections there were never more 
than 6 febrile ** recrudescences *’ (Amer. J. trop. Med., 
1944, 24, 221) [the McCoy strain showed no change 
during 60 anopheles-human passages in 10 years]. 
The authors thought the numerous recurrent attacks— 
which were probably mostly recrudescences (ibid.)— 
Suggested infection with more than one strain of parasite, 
and this view was supported by cross-immunization 
experiments. 

Plasmodium vivax was isolated from a returned soldier 
who had spent almost 2 years in the south-west Pacific 
and had several recurrences after his return to America. 
Subinoculations were made from his blood in 1945 in 
April (Strain A), August (Strain C), and September 
(Strain D), and these strains were used to hyperimmunize 
Susceptible persons, who were then given 90 to 120 grains 
(6 to 8 g.) of quinine to destroy any latent infection; 
their immunity was tested in each case against the other 
two strains. The details are shown in tables; infection 
occurred with each strain and the results suggested “ that 
strains C and D are closely similar antigenically, if not 
identical, but that strain A substantially differs from 
Strains C and D”’. J. F. Corson 
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1527. Preliminary Note on the Use of SN 7618 in a 
Hyperendemic Malaria Zone. (Note préliminaire sur 
l'emploi du S.N. 7618 en milieu malarien hyperendémique) 
G. Doucet. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Méd. trop.| 27, 341-346, 
Dec. 31, 1947. 


Chloroquine (SN 7618, or 7-chloro-4-(4 diethylamino- 
l-methylbutylamino) quinoline) was tried for malaria 
in school children, aged 6 to 7 years, at Leopoldville, 
Belgian Congo; 25 were treated and 25 left untreated 
as controls. The treated children were each given a 
weekly dose of 0-125 g. by mouth beginning on March 15, 
1947, on which date the blood in 21 (84%) of the treated 
group and in 20 (80%) of the controls showed malarial 
parasites (nearly all Plasmodium falciparum, a few 
P. malariae, but no P. vivax). On March 21 and 28, and 
April 4 parasites (gametocytes only) were present in 
52-17%, 45-8%, and 36-6% respectively, while on April 25 
and May 23 no parasites were found. The blood of the 
controls, examined on March 28, April 25, and May 23, 
showed parasites in 88, 96, and 84% respectively. The 
drug was well tolerated and there were no toxic effects. 
Chloroquine was also given to 30 Europeans for 6 months 
in single weekly doses of 0-25 g.; monthly examinations 
of the blood revealed no malarial parasites. 

The authors think that the action of chloroquine on ~ 
gametocytes should be investigated. J. F. Corson 


1528. The Gametocytocidal Action of Paludrine Upon 
Infections of Plasmodium falciparum 
P. G. SHuTE and M. Maryon. Parasitology [Parasito- 
logy] 38, 264-270, Feb., 1948. 6 refs. 


A patient was infected with the Rumanian strain of 
Plasmodium falciparum by intramuscular injection of 
infected blood and had an attack of malaria 4 days later. 
After 5 days of fever the attack was cut short with 
** paludrine ”’, two relapses were treated with quinine, 
and gametocytes appeared in the blood after the third 
relapse; 2 days later the patient was given a dose of 
0-4 g. of paludrine at 1 p.m., and another dose at 3 p.m. 
Anopheline mosquitoes (Anopheles maculipennis var. 
atroparvus) were fed on him in batches of 30 every day 
up to the eighth day after the dose of paludrine, and a 
final batch was fed on the twelfth day. A few mosquitoes 
of each batch were then dissected at various intervals 
after feeding and examined for odcysts and sporozoites. 
The results are shown in tables. 

In a preliminary control experiment 28 of 32 dissected 
mosquitoes were infected with odcysts (numerous in 25), 
and on the tenth day sporozoites were also found. In 
all the batches of mosquitoes which fed after the patient 
had had paludrine, a few were dissected after 24 hours 
and odkinetes were found in the blood clot in all. Com- 
pared with the control mosquitoes, relatively few of the 
mosquitoes (23 to 60°) showed odcysts and the numbers 
of odcysts per gut were much less. In mosquitoes which 
fed before the sixth day after the dose of paludrine was 
given the odcysts remained very small, and those which 
fed later also contained tiny odcysts as well as apparently 
normal ones. Sporozoites were first noted in a mosquito 
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of the eighth-day batch which was dissected on the 
fifteenth day after feeding. 

The authors think that paludrine acts very slowly and 
only on the female gametocytes, because the males ex- 
flagellate normally in the blood clot in the mosquito 
and fertilize some of the female gametocytes. There 
was no decrease in the numbers of male and female 
gametocytes in the peripheral blood of the patient for 
at least 9 days after paludrine had been taken, but large 
numbers of female gametocytes were apparently destroyed 
or sterilized before fertilization or before they could 
penetrate the gut-wall, while others were drug-affected 
(sick parasites), reached the gut-wall, and died a few days 
later. These results confirm unpublished observations of 
Fairley and his colleagues. J. F. Corson 


1529. A Critical Review of Therapeutic Trials on 
Paludrine Carried Out in India during 1946 
M. K. Arripi. Indian Journal of Malariology [Indian J. 
Malariol.] 1, 347-360, Sept., 1947. 4 refs. 


Therapeutic trials of “* paludrine ” were carried out in 
various conditions, such as in rural dispensaries, general 
hospitals, tea-garden practices, and gaols in different parts 
of India. They were conducted by independent workers, 
many of them following a schedule of doses proposed by 
the Malaria Institute of India. 

In rural dispensaries a single dose of 0-3 g. paludrine 
was given. Of 693 cases, a normal temperature was 
regained in 93% within 3 days, and asexual parasites 
disappeared within 3 days in 72% (of 293 patients). In 
a small group of cases treated in Baluchistan the response 


to paludrine was about as rapid as that to 0-3 to 0-4 g. 
mepacrine daily for 3 to 4 days. 

In hospitals 181 cases were treated with various 
courses of paludrine; usually 0-2 to 0-6 g. was given 


daily for 2 to 10 days. In severely toxic patients, results 
of treatment with 0-2 g. thrice daily by mouth or stomach 
tube for 2 days and then 0-1 g. thrice daily for 5 to 6 days 
were uniformly favourable. In all the hospital trials 
the drug proved non-toxic. In jails, paludrine was 
given: (1) in a dose of 0-3 g. once only; (2) in doses of 
0-2 g. twice daily for 2 days; (3) in doses of 0-1 g. 
thrice daily for 7 days. The temperature became 
normal in 3 days in 76 to 88% of the 108 patients, there 
being little difference between the results of different 
courses. On tea estates, paludrine was given in doses 
of: (A) 0-1 g. once only; (B) 0-3 g. once only; (C) 0-2g. 
twice daily for 3 days. The results are shown in the table. 


Effect on Temperature 


Number of 

Cases with 

Record of 
Temperature 


Number 
Normal 
in 3 
Days 


43 33 
132 102 
193 163 


In collieries similar courses were used for 235 cases. 
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A dose of 0-1 g. once only did not control the pyrexia 
Course B terminated a clinical attack as satisfactorily 
as did course C. 

All three species of parasite responded equally satis. 
factorily to the different courses of paludrine used, 
Malignant tertian cases appeared to react somewhat more 
rapidly than benign tertian cases. The data on quartap 
malaria are insufficient for a definite conclusion; jt 
appeared to respond to paludrine although 
rather slowly. In most parts of India the disease 
recurred much more frequently after single doses of 0-1 g 
than after single doses of 0-3 g.; the latter dosage jg 
preferable, especially in the hyperendemic areas. Pro. 
longing the treatment up to 10 days or increasing the 
dosage up to 0-6 g. per day did not appreciably increase 
the percentage of clinical cure. Higher dosages wer 
associated with lower readmission rates, but none of the 
courses tested appeared to effect a complete cure. The 
standard course recommended for all cases of malaria 
in rural and hospital practice in India is a single dose of 
0-3 g. For those who can be trusted to take the drug 
regularly, anti-relapse treatment may be prescribed 
consisting of 0-1 g. once or twice a week for a minimum 
period of 6 months. In the remainder relapses should be 
treated as and when they arise. Infants and pregnant 
women tolerate the drug very well. F. Hawking 


1530. Malarial Diabetes. Report of a Case 
L. Rau. Lancet [Lancet] 2, 11-12, July 3, 1948. 1 fig., 
5 refs. 

See also Section Hygiene, Abstracts 1179-80, and 
Section Pharmacology, Abstract 1244. 


OTHER PROTOZOAL INFECTIONS 


1531. Sleeping Sickness in Tanganyika Territory, 1922- 
1946 
H. FatrBaAiRN. Tropical Diseases Bulletin [Trop. Dis. 


Bull.| 45, 1-17, Jan., 1948. 3 figs., 25 refs. 


This is a short but comprehensive and authoritative 
survey of Rhodesian sleeping sickness in Tanganyika 
Territory since it came under the British Mandate after 
the war of 1914-18. The Gambian form of the disease 
(caused by Trypanosoma gambiense) occurred on the 
shores of Lake Victoria and Lake Tanganyika in the 
first decade of the present century and was successfully 
dealt with by German doctors by segregation and treat 
ment of the sick and thorough clearing of vegetation on 
the lake shores and river banks. Rhodesian sleeping 
sickness (caused by T. rhodesiense) was also recognized 
by the Germans in 1913 in the south-eastern part of the 
Territory (then German East Africa), but was not found 
farther north until 1922, when an outbreak in the Maswa 
area (south-east of Lake Victoria) was recognized by 
G. Maclean. The author describes in chronological 
detail the further outbreaks and spread of the diseas 
and its investigation and control up to the present time. 
The account is accompanied by a map of the Territory 
which shows the successive outbreaks with dates and 
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directions of spread and also the distribution of tsetse 
flies, particularly Glossina morsitans and G. swynnertoni; 
other details are given in tables and charts. The success 
of medical treatment depends greatly on the stage of the 
disease and many cases are too advanced for cure; the 
author thinks that a cure rate of 48% is as high as can 
be expected in any large epidemic. At least 11,500 out 
of 29,955 patients treated between 1922 and 1946 have 
died or will probably die—a serious loss to an under- 
populated country. 

Dispensaries, supplied with trained staff and micro- 
scopes, were established in infected areas, but treatment 
alone cannot control or stop an epidemic and measures 
to separate people from contact with tsetse flies were 
adopted; these included resettlement of people in fly- 
free areas, “* discriminative bush clearing ’’—that is, the 
“ clearing of only those parts of the bush which form the 
essential tsetse habitat ’’, and concentration of scattered 
populations into fly-free settlements within the fly-bush. 
Discriminative clearing involving the removal of 4,600 
acres (6%) of ** hard-pan vegetation ’’ in an area of 118 
square miles controlled an outbreak without concentra- 
tion of the scattered population. The areas selected 
within the fly-bush took a long time (years) to clear 
properly, and therefore the incidence of sleeping sickness 
in these populations was not influenced until about 2 to 
4 years after their resettlement. Altogether, about 


140,000 people were removed from isolated bush hamlets 
to settlements or open country. The author answers 
certain criticisms of the policy of making settlements 
within the fly-bush. The disease was apparently eradi- 
cated in two areas—in one (Maswa) by settling people in 
open country and in the other (Ukerewe) by discriminative 


bush clearing. The author therefore concludes that a 
combination of these two methods—that is, settling 
people in open country and discriminative clearing of the 
peripheral bush to a depth of half a mile to enable the 
people to get firewood, poles, and grass, without contact 
with tsetse flies—is the best control measure. 
Differences in incidence at different ages and between 
the sexes depend on differences in exposure to infection; 
infants a few months old as well as older children became 
infected and in some areas nearly half the cases were in 
women. The incidence of sleeping sickness varies with 
the season, being greatest during the warmer months 
when there appear to be more infective flies and when the 
people travel more through the tsetse-infected bush; 
there is also a similar variation in incidence of sleeping 
sickness and numbers of tsetse flies from year to year. 
Although the spread of sleeping sickness in Tanganyika 
Territory was found to be closely connected with the 
movements of infected persons, it has been shown experi- 
mentally that antelopes and other animals which are 
exposed in nature to tsetse-fly bites can act as reservoirs 
of human trypanosomiasis; the author also produces 
some evidence that this has occurred in nature in some 
parts of the Territory. He concludes that “ so long as 
it is necessary to make settlements in fly-bush containing 
an abundance of game, visits to or through the bush will 
be dangerous; and so long as game are present and act 
as reservoirs of the parasite, the disease can only be 
reduced in incidence, not eliminated”. J. F. Corson 
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1532. An in vitro Assay for Trypanocidal Activity 
B. A. Rusin. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 20, 381-393, March, 1948. 8 refs. 


A modification of York’s method of culturing trypano- 
somes has been used as an in vitro trypanocidal test, 
Trypanosoma equiperdum being the test organism. The 
culture medium consisted of human serum with the 
addition of Ringer’s solution and glucose. Trypano- 
somes were added to the medium, and the concentration 
of organisms was adjusted to from 500 to 1,500 per ml. 
To 0-4 ml. inoculated medium was added the drug 
to be tested, dissolved in 0-1 ml. distilled water; pre- 
parations were set up in duplicate and incubated at 39° C. 
and at room temperature respectively. In the case of 
some components a difference in chemotherapeutic 
effect was noted between the two temperatures of 
incubation. The effect of varying osmotic pressure of 
the Ringer solution was investigated, and it was found 
that the best growth was obtained with 0-75% sodium 
chloride; this gave a final concentration of 0-6% after 
addition of the test compound in distilled water. 

D. J. Bauer 


1533. Cutaneous Leishmaniasis in the Guinea-pig. 
(Leishmaniose tegumentar do cobaio) 

J. Muniz and H. Mepina. Hospital [Hospital, Rio de 
J.] 33, 7-25, Jan., 1948. 10 figs., 1 ref. 


A description is given of a new Leishmania, L. enrietti 
sp.n., producing cutaneous lesions in guinea-pigs, which 
were found to be naturally infected in Brazil. Guinea- 
pigs, both of local and North American origin, are 
highly susceptible to the infection, the lesions developing 
more rapidly than in the case of experimental leishmaniasis 
produced in other animals by leishmania of human origin. 
In the guinea-pig the parasites are restricted to the skin 
but, in addition to the sore at the site of inoculation, new 
lesions may develop at other points, to which the parasites 
are transferred by the host when it scratches itself. 

The parasite has the general appearance of other 
species of Leishmania, measuring on the average 5-2 by 
2-5 w and being elliptic in shape. However, it is said 
to differ from them in possessing a double axoneme like 
the double flagellum of Herpetomonas which may be due 
to precocious division of the flagellum. According to 
the authors, this duplication is revealed only in prepara- 
tions stained deeply by Giemsa’s method but is not seen 
in those stained with iron haematoxylin. [In view of this, 
it is conceivable that the appearance of a double axoneme 
might be an artifact.] The parasite of the guinea-pig 
can be cultivated in the usual media used for leishmania. 
Attempts to infect other mammals (rhesus monkeys, 
hamsters, dogs, rats, mice, and wild cavies) met with 
little success, for small skin lesions containing degenerated 
leishmania were observed only in one hamster and in a 
pup. Attempts to infect two human volunteers also 
failed. The parasite therefore manifests a high degree 
of specificity to its natural host, the guinea-pig, an animal 
which is usually resistant to infection with human 
leishmania. In view of these peculiarities the authors 
feel justified in referring this parasite to a distinct species. 
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Complement fixation tests, with L. enrietti antigen and 
sera from human cases infected with L. brasiliensis, point 
to the presence of group antigens in the two species. 

C. A. Hoare 


See also Section Microbiology, Abstract 1337. 


1534. Studies on the Pancytopenia of Kala-azar 
G. E. CarTwriGHT, H. L. CHUNG, and A. CHANG. 
Blood [Blood] 3, 249-275, March, 1948. 13 figs., 39 refs. 


In 143 patients with kala-azar the diagnosis was con- 
firmed by biopsy of marrow or spleen. The average 
value for the haemoglobin was 8-3 g.%. It was found 
that by the time the spleen was palpable there was a 
significant degree of anaemia. The red cells showed 
neither microcytosis nor macrocytosis; nucleated forms 
were rarely seen, and the reticulocyte count was never 
raised. The leucopenia was due to a neutropenia and a 
slight lymphopenia. The platelet count fell later than 
the other blood elements, the average count being 103,000 
per c.mm. The bone marrow was considerably hyper- 
plastic, largely due to an increase in the reticulo- 
endothelial cells, forming 5 to 50% of the marrow cells. 
Red cell precursors were increased in number; the adult 
neutrophils were decreased, though their precursors 
were unchanged. The number of megakaryocytes 
appeared normal. During treatment the number of 
reticulo-endothelial cells diminished, the polymorpho- 
nuclear neutrophils increased, and the red cell precursors 
became less numerous. The anaemia, the leucopenia 
and thrombocytopenia of the peripheral blood dis- 
appeared. The authors suggest that the pancytopenia 
is not due to a leuco-erythroblastic (myelophthisic) 
anaemia, but to hypersplenism. Marjorie Le Vay 


1535. The Chemotherapy of Amoebiasis. Parts I, II, 
and III 

L. G. Goopwin, C. A. Hoare, T. M. SHaArp, J. A. 
Goopson, J. H. Gorvin, M. D. Goss, K. S. Kirsy, 
J. A. Lock, R. A. Neat, and W. SoLomon. British 
Journal of Pharmacology (Brit. J. Pharmacol.] 3, 44-61, 
March, 1948. 30 refs. 


These two communications describe an attempt to 
detect new amoebicides. In Part I methods are outlined 
for comparing the amoebicidal activities of drugs: 
(a) in vitro with a strain of Entamoeba histolytica growing 
in the presence of a single strain of Bacterium coli; and 
(5) in vivo using young rats inoculated intracaecally 
with cultures of amoebae. Of the standard amoebicides, 
emetine, emetine bismuth iodide, carbarsone, acetarsol, 
chiniofon, and diodoquin, emetine was the most active 
both in vivo and in vitro. The chemotherapeutic index 
of each drug has been calculated: the curative dose of 
emetine is found to be very close to the toxic dose: dio- 
doquin has the most favourable chemotherapeutic index. 
jt should be noted that the chemotherapeutic index is 
here calculated as the ratio of the “‘ LD 0-1” and the 
“CD 99-9”, which can be regarded as accurate substi- 
tutes for ‘‘ maximum tolerated ”’ and “* minimum cura- 
tive’ doses. These figures may be determined from the 


dose-response curves by extrapolation or by calculation 
from the regression formulae. 

In Parts If and III chemical details and tests ar 
described of several series of secondary diamines fo 
related to emetine. Bis (8-3 : 4-dimethoxyphenylethy|. 
amino)-alkanes in which the hydrocarbon chain cop. 
tained 6 to 10 carbon atoms were active against F 
histolytica, both in vivo and in vitro. The corresponding 
4-monomethoxy compounds were less active. Bis 
(8-phenylethylamino) alkanes also were active, the activity 
being increased by the introduction of chlorine into the 
ortho- or para- position in the benzene ring. The ortho. 
compound was most active but more toxic. Increase or 
decrease in the number of carbon atoms between the 
nucleus and the amino group was less effective. Bis 
(alkylamino) alkanes containing 7 or 8 carbon atoms in 
the alkyl groups and 6 to 10 carbon atoms in the con- 
necting chain were also effective, the action in vivo being 
slightly greater than that of the bis (8-phenylethylamino) 
alkane series. Results at low dose levels, however, were 
erratic. 

None of these compounds is comparable with emetine 
in amoebicidal activity. G. M. Findlay 


1536. Natural Amoebic Infections in Laboratory Rodents 
J. D. FULTON and L. P. Joyner. Nature [Nature, Lond.] 
161, 66-68, Jan. 10, 1948. 6 figs., 11 refs. 


The authors record their observations on amoebic 
infections in white rats, cotton rats (Sigmodon hispidus), 
hamsters (Cricetus auratus), and Orkney voles (Microtus 
orcadensis). More than 50% individuals of each of 


these species were infected with an entamoeba, resembling 
the human E. coli and the common murine parasite, 


E. muris. The parasites from these rodents probably 
represent strains of the same species of entamoeba. 
The amoebae and their cysts were present chiefly in the 
caecum, where they apparently live as commensals, 
feeding on bacteria and plant debris, but not erythrocytes. 
They are evidently not pathogenic to their hosts, for no 
signs of caecal lesions were observed. 

The active amoebae measured, on the average, from 
18-3 to 20-1 y« in diameter, while the mean diameter of 
the cysts varied from 14-6 to 20-4 yw. The nucleus is 
characterized by the presence of an eccentric karyosome, 
while the ectoplasm is not well demarcated from the 


endoplasm. The maximum number of nuclei produced. 


in cysts is eight. Attempts to cultivate the entamoeba 
by the standard methods were unsuccessful. The paper 
is illustrated by six photomicrographs depicting the 
amoebae and their cysts. C. A. Hoare 


See also Section Pharmacology, Abstract 1243. 


1537. Human Toxoplasmosis. 
Cases in Sweden. [In English] 
J. H. MAGNUSSON and F. WAHLGREN. Acta Pathologica 
et Microbiologica Scandinavica {Acta path. microbiol. 
scand.]| 25, 215-236, 1948. 3 figs., 57 refs. 


The 12 cases of toxoplasmosis described in this paper 
include 5 cases of congenital disease, 2 with residual 
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FUNGUS INFECTIONS 


ptoms after an earlier probable congenital infection, 
and 5 cases of subclinical infection in mothers of children 
with congenital toxoplasmosis. 

In the congenital cases the main symptoms were 
neurological. Arrested mental development became 
obvious in those children who lived long enough, and 
there was internal hydrocephalus. Blindness also 
developed due to posterior synechiae, vitreous opacities, 
and cataract. In 3 cases the liver and spleen were 
palpable. The cerebrospinal fluid was examined in 1 
case only; there were xanthochromia, high protein 
concentration, and a slight increase in cells. Intra- 
ventricular calcification along the line of the choroid 
plexus was found on x-ray examination in most cases. 
Specific antibodies were demonstrated in all the cases in 
the series except 3, in which the test was not performed. 
Pathological studies were carried out in 3 cases. The 
main findings were marked internal hydrocephalus and, 
in 1 case, numerous yellowish-grey opaque foci, up to 
the size of a pea, in the cerebral tissue. Microscopically 
there were numerous small deposits of calcium, and the 
diagnostic intracellular Toxoplasma pseudocysts. There 
was inflammatory infiltration of the meninges. 


Of the cases with residual symptoms, one was in a boy ~ 


of 14 who had had ocular symptoms from his second 
year. Since then there had been increasing deterioration 
in sight. On examination bilateral amaurosis was 
found, with cataract and posterior synechiae. X-ray 
examination revealed intracranial calcification and the 
serological test was positive. In the remaining case with 
residual symptoms clinical features were similar. 

There was subclinical infection in the 5 mothers of the 
patients with congenital disease. Four of the mothers 
complained of intense fatigue for some weeks before and 
after pregnancy, but otherwise there were no signs or 
symptoms. All, however, gave positive serological 
reactions. R. B. Lucas 


FUNGUS INFECTIONS 


1538. The Diagnosis of Histoplasmosis in Ulcerative 
Disease of the Mouth and Pharynx 
L. A. Weep and E. M. PARKHILL. American Journal of 
Clinical Pathology {Amer. J. clin. Path.] 18, 130-140, 
Feb., 1948. 4 figs., bibliography. 


This paper briefly reviews the literature on 73 cases 
of histoplasmosis; the authors stress the great variability 
in clinical manifestations as well as in the histological 
picture of the disease which has often led to a mis- 


diagnosis. Most of the cases have occurred in America, 
and only a few have been diagnosed before death, the 
first as recently as 1934. Four cases in which this condi- 
tion affected the mouth and pharynx are described in 
detail; 2 of the patients died. Clinically, the lesions 
appear as ulcers, often with raised rolled edges, and are 
accompanied by fever, sweating, and loss of weight. 
Carcinoma and tuberculosis are the diseases most often 
simulated. Histologically, the lesion is a granuloma 
containing large pale phagocytes and giant cells with 
variable numbers of neutrophils, eosinophils, lympho- 
cytes, and plasma cells. Characteristically the organisms 


447 


(Histoplasma capsulatum) are round or oval bodies about 
4 » in diameter, basophilic and capsulated, and can be 
seen in variable numbers inside the giant cells. The 
finding of the organisms is almost diagnostic, but cul- 
ture is advised for confirmation. The fresh material is 
ground up and inoculated on a blood-agar plate contain- 
ing 50 units each of penicillin and streptomycin per ml. 
R. B. T. Baldwin 


1539. Cryptococcosis. Report of a Case and Experi- 
mental Studies 

E. B. Rettty and E. L. ARTMAN. Archives of Internal 
Medicine [Arch. intern. Med.] 81, 1-8, Jan., 1948. 9 refs. 


Cryptococcus hominis is a yeast-like organism, widely 
distributed in nature as a saprophyte. It reproduces by 
budding only, without mycelial or endospore formation. 
Infection of clinical importance in man has been reported 
occasionally. In such a malady there is a grave degree 
of toxaemia with nodular granulomatous lesions in the 
central nervous system, lungs, spleen, liver, kidneys, 
mesenteric lymph nodes, and intestines. The present 
paper is a detailed report of a patient who was kept under 
observation and treatment for the disease for no less 
than 9 years. Sulphonamides and penicillin appear to 
have a retarding action on the progress of the disease. 

G. F. Walker 


1540. Researches on the Fungistatic and Fungicidal 
Power of the Blood in Dermatomycoses. (Richerche sul 
potere fungistatico e fungicida del sangue nelle derma- 
tomicosi) 

F. Serri. Mycopathologia [Mycopathologia, Amst.] 4, 
139-161, 1948. 36 refs. 


After carrying out a large number of experiments with 
Trichophyton gypseum asteroides, Microsporon lanosum, 
Achorion schoenleinii, and A. quinqueanum, isolated from 
patients suffering from such conditions as kerion and | 
tinea favosa, and with serum in various dilutions from 
them, the author presents his results. By in vitro tests, 
no fungistatic or fungicidal properties of the biood could 
be detected. In the rare cases in which a slight retarda- 
tion or diminution of growth was observed, no reason 
could be found to ascribe it to antibody action. Similar 
tests made with fluid from vesicles of inflammatory 
trichophytosis also yielded negative results. 

H. Harold Scott 


1541. Blastomycosis due to Paracoccidioides brasili- 
ensis. Fluorescent Staining of the Parasite. (Blasto- 
micosis por Paracoccidioides brasiliensis.» Estudio ana- 
tomopatoldgico y coloracién fluorescente del parasito) 
J. C. Rapice and S. KAPLAN. Archivos de la Sociedad 
Argentina de Anatomia Normal y Patologica [Arch. Soc. 
argent. Anat. norm. patol.| 9, 112-126, 1947. 8 figs., 
bibliography. 


The authors give a review of the works on blasto- 
mycosis in general and report a fatal case in which 
necropsy revealed lesions in the tongue, lung, and supra- 
renals. Histologically, these lesions appeared to contain 
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foci resembling those of tuberculosis, except that in- 
side the Lange cells the Paracoccidioides could be seen. 
The authors believe that this case demonstrates: (1) direct 
infection, with lesions in the tongue; (2) the spread of 
infection from the tongue to the lungs; (3) a systemic 
infection involving the suprarenals. They recommend 
in studying the mycoses the use of paraffin sections 
stained with “primulin”’ 1 in 5,000. When the sections 
are observed in fluorescent light, the organism appears 
extremely bright and luminous against a green back- 
ground, and can be easily differentiated from the surround- 
ing tissue. By this technique, some parasites appear to 
be invaginated and have a half-moon aspect, and are 
observable in far greater numbers than can be found in a 
slide stained by haematoxylin and eosin. 
F. Duran-Jorda 


1542. Fluorescent Staining with ‘* Primulin”. Histo- 
logical Studies in Various Mycoses. (Coloracién 
fluorescente mediante la primulina. Estudio histo- 
légico en diversas micosis) 

J. C. Rapice and P. NeGRoni. Archivos de la Sociedad 
Argentina de Anatomia Normal y Patologica (Arch. Soc. 
argent. Anat. norm. patol.] 9, 80-86, 1947. 14 figs. 


The authors used a method of fluorescent illumination 
after staining sections of tissues containing fungi with 
primulin in dilutions of 1 in 10,000, and using heavy 
metals to ensure non-fluorescence of the tissues. Par- 
affin sections were thoroughly bathed for 24 hours in 
xylol to remove any traces of paraffin. They were then 
brought down to water, afterwards being treated for 15 
minutes with phosphomolybdic acid 5%, and for 2 
minutes with 90°, alcohol. The sections were some- 
times next immersed in a bath of uranium nitrate [con- 
centration not given]. They were then stained with 
primulin 1 in 10,000 for 20 hours, washed with tap water, 
dehydrated, and mounted with canada balsam and 
examined under fluorescent light at 3,650 A. This gave 
a strong contrast between the tissue in the background, 
which was practically colourless, and the fungi. The 
authors describe morphological characteristics shown by 
different parasites, and state that by using primulin it 
is not only possible to demonstrate the presence of 
mycoses without any difficulty, but also in some respects 
to differentiate them, as this technique reveals greater 
details of morphology than are usually demonstrable 
with the stains commonly used. F. Duran-Jorda 


INFECTIONS OF UNKNOWN ORIGIN 


1543. Experimental Attempts to Transmit Infectious 
Mononucleosis to Man 

A. S. Evans. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 20, 19-26, Oct., 1947. 14 refs. 


The author first reviews and tabulates the results of 
efforts by previous workers to transmit infectious 
mononucleosis to human subjects. The 6 papers re- 
viewed contain an account of 40 individual attempts to 
produce the disease, a wide variety of inocula having 


INFECTIOUS. DISEASES 


been used. Only two of these experiments showed any 
signs of success. 

An account is then given of the author’s attempt tg 
transmit the disease to 17 healthy male volunteers. The 
materials employed were unfiltered throat washings, 
serum, or whole blood. Serum and throat washings 
were kept frozen with dry ice at —76°C., for periods 
ranging from | month to 2 years, until just before use. 
Throat washings were shown to contain no haemolytic 
streptococci before they were used, and pulmonary 
tuberculosis in the donor was excluded by x-ray examina. 
tion. Citrated whole blood was kept refrigerated unti] 
just before injection, a period never longer than 2 to § 
hours after withdrawal of the blood. The material 
was derived, in 9 cases, from patients suffering from 
infectious mononucleosis, between the third and tenth 
days of the disease; in 2 cases it was taken from persons 
who had been volunteer recipients in a previous experi- 
ment of this kind, and who had developed symptoms 
suggestive of infective mononucleosis. 

With these inocula twenty-one experiments were con- 
ducted on the 17 volunteers. Six volunteers received 
serum as the inoculum, 4 whole blood, and 3 throat 
washings. Two received throat washings and whole 
blood, and the remaining 2 were given throat washings 
and serum. In no instance was definite evidence of 
successful transmission obtained, but 4 subjects showed 
suggestive signs or symptoms as indicated by sore throat, 
lymphadenopathy, or a haematological picture similar 
to that seen in infectious mononucleosis. 

T. D. M. Martin 


1544. Value of Mester’s Reaction and its Modifications 
in the Diagnosis of Rheumatism. (Valor de la reaccién de 
Mester y sus modificaciones en el diagnostico de la en- 
fermedad reumatica) 

J. P. SERRATE and A. B.’ OrFIA. Revista Espajiola de 
Pediatria [Rev. esp. Pediat.| 4, 32-41, Jan.—Feb., 1948. 
12 refs. 


Mester described a reaction which he regarded as 
specific for rheumatism. It consists of injecting 1 ml. 
of 1 in 1,000 sodium salicylate in water subcutaneously. 
Leucocyte counts are made before injection and 30 and 
60 minutes afterwards. There is a fall in the leucocyte 
count, up to 50%, in rheumatic cases but not in other 
infections. The authors describe a few modifications 
of the technique, and give details of short series of cases 
in which they have carried out the test. The series 
consisted of 15 cases of tuberculosis, 15 of syphilis, and 
15 normal subjects. In the majority there was leucocy- 
tosis, and in the cases of leucopenia the fall was les 
than 10%. Mester gave 15% as the lowest figure of 
significance. In the 17 rheumatic cases tested, ther 
were 14 positive results. The fall is chiefly in th 
granulocytes; there is no appreciable variation in tk 
eosinophils or monocytes. The authors think that th 
test may be of value in cases of carditis of doubtful origin 
The figures quoted, obtained from other authors, sho¥ 
that a positive reaction is obtained in 70 to 100% of cases 

J. G. Jamieson 


